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(54) Title: SUBSTITUTED OXOAZAHETCROCYCLYL COMPOUNDS 



(57) Abstract: This invention is directed to oxoazaheterocyclyl compounds which inhibit Factor Xa, to oxoazaheterocyclyl com- 
O pounds which inhibit both Factor Xa and Factor Ila, to phannaceutical compositions comprising these compounds, to intennediates 
^ useful for preparing these compounds, to a method of directly inhibiting Factor Xa and to a method of simultaneously directly in- 
1^ hibiting Factor Xa and Factor Da. 
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1 . A compound of formula I 
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40S 




N 

or a phamfiaceutically acceptable salt thereof, phamiaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof, wherein 

G, and Gj are L,- Cy, or L2- Cyj. provided that when R, and R,. orR^ and R4, taken together 
fomn Q or S, then G, is Lj- Cy, and Gj is L,-Cy,. or when Rj and Rj^ or R3 and R3. taken 
together form O or S, then G, is L,-Cy, and Gj is LyCya: 

Cy, and Cy^ are independently selected from optionally substituted aryl. optionally substituted 
heteroaryl. optionally substituted cydoalkyl. optionally substituted cycloalkenyl, optionally 
substituted heterocyclyl. optionally substituted heterocyclenyl, optionally substituted fused 
arylcycloalkyi, optionally substituted fused arylcydoalkenyl. optionally substituted fused 
arylheterocyclyl. optionally substituted fused arylheterocyclenyl, optionally substituted fused 
heteroarylcycloalkyl. optionally substituted fused heteroarylcycloalkenyl. optionally substituted 

fused heteroarylheterocyclyl and optionally substituted fused heteroarylheterocyclenyl: 
L, is absent. O. NRs. -S(0)p-. -S(0)pNRs-. -C(X)Y- or -L,-Q-L,-Q'-L5., -C(Q)Y-C(X)Y-, 
-C(X)YC(0)-. -C(0)NRs-S(0)p-, or -C(0)C(0)NRsS{0)p-: 
Lj is absent or a group of formula 



1^8 K10 . 

L, and Lj are independently absent, optionally substituted alkylene. optionally substituted 
alkenylene or optionally substituted alkynylene; 

U is optionally substituted alkylene, optionally substituted alkenylene. or optionally substituted 
alkynylene; 

Q and Q' are independently absent. O, S, NR5. -S(0)p-. -S(0)pNR5. or -C(X)Y-; 
A is CH or N; 
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Ri. Ria. R2. R2a, R3, Raa. R4 a^d are independently selected from hydrogen, carboxy. 
alkoxycarbonyl, YiYjNCCO)-, optionally substituted alkyl. optionally substituted aryl, optionally 
substituted aralkyl. optionally substituted heteroaryl and optionally substituted heteroaralkyi, 
or R, and R^a. Ra and Rja, R3 and Raa, or R4 and R4a taken together form O or S; or and 
5 together with the carbon atoms through which R^ and R2 are linked form a cycloalkyi group, 
cycloalkenyl group, heterocyclyl group, or heterocyclenyl group; or R3 and R4 together with the 
carbon atoms through which R3 and R4 are linked form a cycloalkyi group, cycloalkenyl group, 
heterocyclyl group, or heterocyclenyl group; or R^a and Rga are absent and Ri and R2 together 
with the carbon atoms through which R^ and Rj are linked form an aryl or heteroaryl group; or 

10 Raa and R4a are absent and R3 and R4 together with the carbon atoms through which R3 and R4 
are linked form an aryl or heteroaryl group; or one or more of the pairs R^ and R^^ taken 
together with the carbon atom through which they are linked. form a 3 to 7 membered cycloalkyi 
or cycloalkenyl group; or R2 and Rza taken together with the carbon atom through which they 
are linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; or R3 and taken 

15 together with the carbon atom through which they are linked form a 3 to 7 membered cycloalkyi 
or cycloalkenyl group; 

or R4 and R4a taken together with the carbon atom through which they are linked fornni a 3 to 7 
membered cycloalkyi or cycloalkenyl group; 

m and n are independently 0, 1 or 2. provided that m and n are not both 0 and further provided 
20 that when Ri and R^a taken together form O or S, n Is 1 , and when R4 and R4a taken together 
form O or S. m is 1; 

R5 is hydrogen, optionally substituted alkyi, optionally substituted aralkyl, optionally substituted 
heteroaralkyi. R60(CH2)v-. R602C(CH2)x-,YiY2NC(0)(CH2)x-, or Y^ Y2N(CH2)v-; 
Re is hydrogen, optionally substituted alkyl. optionally substituted aralkyl or optionally 

25 substituted heteroaralkyi; 

Yi and Y2 are independently hydrogen, optionally substituted alkyl, optionally substituted alkoxy, 
optionally substituted aryloxy, optionally substituted aryl, optionally substituted aralkyl or 
optionally substituted heteroaralkyi. or Y, and Yj taken together with the N through which Y, and 
Y2 are linked form a monocyclic heterocyclyl; 

30 R7, Rb, Rg and R,o are independently selected from hydrogen, hydroxy, alkoxy, optionally 
substituted alkyl, optionally substituted aryl, optionally substituted heteroaryl. optionally 
substituted aralkyl and optionally substituted heteroaralkyi, provided that only one of R7 and Re 
or one of Rg and R^o is hydroxy or alkoxy. and further provided when any of R7, Rg, Rg and R^o is 
hydroxy or alkoxy, then the hydroxy or alkoxy is not a-substituted to an N, O or S in Z; 

35' X is O or S; Y is absent or is selected from O, S and NR5; 
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Z is absent or is selected from optionally substituted lower alkenylene, optionally substituted 
lower alkynylene. O. -C(0)-. S{0)p. NR5, -NRjCCO)- and -C(0)NR5-; 
X is 1 , 2. 3 or 4; V is 2. 3 or 4; 

p is 1 or 2; and q and r are independently 0. 1 , 2 or 3, provided that q and r are not both 0. - 
5 provided that when L, is O. NR5. .S(0)p.. -S(0)pNR5-, -C(X)Y- or -L3-Q-L4-Q'-L5- and R^ and 
taken together form O or S. then Rj and Raa are independently selected from hydrogen, alkyi, 
aminoalkyl. alkylaminoalkyl. alkoxy, alkoxyalkyl. alkoxyaminoalkyi, cycloalklalkylamino, 
benzyloxyalkyi, isopropyl, aminomethyl ' methoxyethylaminomethyl, piperazin, pyrrolidin. 
ethoxymethyl, benzyloxymethyl, methoxymethyl, isobutyl, isopropylamino or 
10 isopropylaminomethyl. provided that R2 and Raa are not each hydrogen; 

or when is O, NR5. "S(0)p-. -S{0)pNR5", -C(X)Y- or -La-Q-U-Q'-Lg- and Rg and Rj^ taken 
together form O or S. then R4 and R4a taken together form O or S; 

or when is O. NR5. -S(0)p-, -S{0)pNR5-. -C(X)Y" or -L3-Q-L4-Q'-L5- and R3 and R^a taken 
together form O or S, then Cy^ is thiophen-isoxazol, thiophen-pyrazol, thiophen-oxadiazol, 
15 thiophen-thiadiazol. thiophen-triazol, thiophen-pyridin or phenykriazol and Cyj is amino- 
quinazolin or pyrrolp-pyridin; 

or when is O, NR5. -S(0)p-. -S(0)pNR5-, -C(X)Y- or -La-Q-U-Q'^Ls- then R, and R2 together 
with the carbon atoms through which R^ and Rj are linked form a cycloalkyi group, cycloalkenyl 
group, heterocyclyl group, or heterocyclenyl group; or R3 and R4 together with the carbon atoms 

20 through which R3 and R^ are linked form a cycloalkyi group, cycloalkenyl group, heterocyclyl 
group, or heterocyclenyl group; or R^^ and Rja are absent and R, and Rj together with the 
carbon atoms through which R, and Rj are linked form an aryl or heteroaryl group; or and 
R4a are absent and R3 and R4 together with the carbon atoms through which R3 and R4 are 
linked form an aryl or heteroaryl group; or one or more of the pairs R, and R,a taken together 

25 with the carbon atom through which they are linked form a 3 to 7 membered cycloalkyi or 

cycloalkenyl group; or R2 and taken together with the carbon atom through which they are 
linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; or R3 and R^ taken together 
with the carbon atom through which they are linked form a 3 to 7 membered cycloalkyi or 
cycloalkenyl group; or R4 and R43 taken together with the carbon atom through which they are 

30 linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group;. 

or when L, is O. NR5. -S(0)p-. -S(0)pNR5-, -C(X)Y- or -L3-Q-L4"Q'-Lr, then R„ R,3. R^. R23, R,. 
Raa. R4 and R^ are independently YiY2NC(0)- and Y, and Yj are independently hydrogen, 
optionally substituted alkoxy or optionally substituted aryloxy, but Y, and Yj are not 
simultaneously hydrogen. 

35 or when L, is O, NRg. -S{0)p.. -S(0)pNR5-, -C(X)Y. or -Lj-Q-U-Q'-Ls-. then Z is -C(0)-. 
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2. A compound according to claim 1 wherein Cyz is optionally substituted heteroaryl, 
optionally substituted heterocyclyl, optionally substituted heterocyclenyl, optionally substituted 
cycloaikyl. optionally substituted cycloalkenyl, optionally substituted fused 

5 heteroarylheterocyclyl, optionally substituted fused heteroarylheterocyclenyl, optionally 

substituted fused heteroarylcycloalkenyl, optionally substituted fused heteroarylcycloalkyl. fused 
arylheterociyi, optionally substituted fused arylheterocycienyl. or optionally substituted aryl. 

3. . A compound according to claim 1 wherein L, is absent, optionally substituted alkylene. 
10 optionally substituted alkenylene, -C{0)NR5-. -S(0)p-. -C(0)-. -C(0)Y-C(X)Y-, -C(0)0-. 

C{0)NR5-S(0)p-. -C(0)-C(0)NRsS(0)p-, -S(0)pNR5-, -C(0)-alkylene-0-, -C(0)-alkenylene-0-, 
. . -S(0)p-alkenylene-. -S(0)p-alkylene-. -C(OValkylene-C(0)-. -C(0)-alky!ene-S(0)p-, -S(0)p- 
alkylene-C(O)-, -C(0)-alkylene, -C(0)-alkenylene-, - alkylene-C(0)NR5-, methylene, -S(0)p- 
alkenylene-.-C(0)C(0)NR5 or -C(0)CH(OH)"aIkylene-. 

15 

4. A compound according to claim 1 wherein Cy^ is optionally substituted aryl, heteroaryl, 
optionally substituted heterocyclyl, optionally substituted heterocyclenyl, optionally substituted 
cycloaikyl, optionally substituted cycolalkenyl, optionally substituted fused arylcycloalkyl, 
optionally substituted fused arylcycloalkenyl, optionally substKuted fused arylheterocyclyl, 

20 optionally substituted fused arylheterocyclenyl, optionally substituted fused heteroarylcycloalkyi, 
optionally substituted fused heteroarylcycioalkenyl, optionally substituted fused 
heteroarylheterocyclyl or optionally substituted fused heteroarylheterocyclenyl. 

5. A compound according to claim 1 wherein R4 is alkoxyalkyi, alkylthioalkyl. 

25 alkylsulfinylalkyi, alkylsulfonylalkyi, alkoxycarbonylalkyi, hydroxyalkyi, acylalkyi, acylaminoalkyi 
or carbamoylalkyl; and R4a is hydrogen and. wherein Rj alkoxyalkyi, alkoxycarbonylalkyi, 
carboxyalkyl. hydroxyalkyi or heterocyclylalkyloxycarbonyl. and Rja is hydrogen. 

6. A compound according to claim 1 wherein 
30 A is N; 

G, is Li-Cy, and G2 is Lz-Cyz ; 

Lt and L2 are independently absent, methylene, ethylene, sulfonyl. alkylenesulfonyl or alkylene; 
Cy, is thiaheteroaryl, thiaheterocyclyl, thiaheterocyclenyl, fused thiaheteroarylcycloalkyl, fused 
thiaheteroarylcycloalkenyl, fused heteroarylthiacycloalkyi or fused heteroarylthiacycloalkenyl, 
35 thiophen-isoxazolyl, thieno-pyridineyl. benzo-thiophen, indolyl. morholinyl, aminopyridine- 
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benzyl, pyrimldin-berrzyl, aminoquinazolin, pyrimidin-piperidin, thiophen-pyrazol, thiophen- 
oxadiazol, thiophen-thiadlazol. thiophen-triazol, thiophen-pyridin. phenyl-triazol optionally 
substituted aryl. optionally substituted heteroaryl, optionally substituted cycloaikyi, optionally 
substituted cycloalkenyl, optionally substituted heterocyclyl, optionally substituted 
5 heterocydenyl, optionally substituted fused arylcycloalkyi, optionally substituted fused 
arylcycloalkenyl, optionally substituted fused arylheterocyclyl. optionally substituted fused 
arylheterocyclenyl, optionally substituted fused heteroarylcycloalkyi, optionally substituted fused 
heteroarylcycloalkenyl, optionally substituted fused heteroarylheterocyclyl or optionally 
substituted fused heteroarylheterocyclenyl; 

10 Cyz is amino-quinazolin, benzhydrylidene-amino, pyn^olo-pyridin, bipyiidinyl, pyridin-benzyl, 
thiophenyl, thibphen-benzyl, optionally substituted aryl, optionally substituted heteroaryl, 
optionally substituted cycloaikyi, optionally substituted cyclbalkenyi, bptiohally substituted 
heterocyclyl, optionally substituted heterocydenyl, optionally substituted fused arylcycloalkyi, 
optionally substituted fused arylcycloalkenyl, optionally substituted fused arylheterocydyl, 

15 optionally substituted fused arylheterocyclenyl, optionally substituted fused heteroarylcycloalkyi. 
optionally substituted fused heteroarylcycloalkenyl, optionally substituted fused 
heteroarylheterocyclyl, optionally substituted fused heteroarylheterocyclenyl, azaheteroaryl. 
azaheterocyclyl. azaheterocyclenyl, fused azaheteroarylcycloalkyi, fused 
azaheteroarylcyclbalkenyl, fused heteroarylazacycloalkyi or fused heteroarylazacycloalkenyl; 

.20 R3 and taken together form O or S; 

R2 and R2a are independently selected from hydrogen, alkyi, aminoalkyi, alkylaminoalkyi, alkoxy. 
alkoxyalkyl. alkoxyaminoalkyi, cycloalklalkylamino, benzyloxyalkyi, isopropyl, aminomethyl, 
methoxyethylaminomethyl, piperazin, pyrrolidin, ethoxymethyl, benzyloxymethyl, 
methoxymethyl. isobutyl. isopropylamino or isopropylaminomethyl, provided that Rj and are 

25 not each hydrogen, or carboxy, alkoxycarbonyl, Y,Y2NC(0)-, wherein and Y2 are defined as 
in claim 1 , optionally substituted alkyI, optionally substituted aryl, optionally substituted aralkyi, 
optionally substituted heteroaryl and optionally substituted heteroaralkyi; or R, and R2 together 
with the carbon atoms through which R, and R2 are linked form a cydoalkyi group, cydoalkenyl 
group, heterocyclyl group, or heterocydenyl group; or R^^ and R^^ are absent and R^ and Rj 

30 together with the carbon atoms through which R, and Rj are linked form an aryl or heteroaryl 

group; or Rj and Rja taken together with the carbon atom through which they are linked form a 3 
to 7 membered cydoalkyi or cycloalkenyl group; 

Ri and R^a are independently selected from hydrogen, carboxy. alkoxy carbony I, Y^YaNCCO)-, 
wherein Y^ and Yg are defined as in claim 1, optionally substituted alkyI, optionally substituted 
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aryl, optionally substituted aralkyi, optionally substituted heteroaryl and optionally substituted 
heteroaralkyi; 

or and R^a taken together with the carbon atom through which they are linked form a 3 to 7 
membered cydoalkyi or cycloalkenyl group; 
5 R4 and R^a are independently selected from hydrogen, carboxy. alkoxycarbonyl, YiYzNCCO)-, 
wherein Y, and Y2 are defined as in claim 1, optionally substituted alkyl. optionally substituted 
aryl, optionally substituted aralkyi. optionally substituted heteroaryl and optionally substituted 
heteroaralkyi or R4 and R4a taken together with the carbon atom through which they are linked 
form a 3 to 7 membered cycloaikyl or cycloalkenyl group, or and R4a taken together form O or 
10 S; 

and m and n are each 1 . 

7. A compound according to claim 6 wherein 
AisN; 

15 Gj is Li-Cy, and G2 is L2-Cy2; 

is sulfonyl or alkylenesulfonyl; 
L2 is absent, methylene, ethylene or alkylene; 

Cyi is thiaheteroaryl, thiaheterocyclyl, thiaheterocyclenyl. fused thiaheteroarylcycioalkyl. fused 
thiaheteroarylcycloalkenyl, fused heteroarylthiacycloalkyl or fused heteroarylthiacycloalkenyl. 

20 thiophen-isoxazolyl, thieno-pyridineyl, benzo-thiophen. indolyl. morholinyl. optionally substituted 
aryl. optionally substituted heteroaryl. optionally substituted cycloaikyl, optionally substituted 
cycloalkenyl, optionally substituted heterocyclyl. optionally substituted heterocycienyl, optionally . 
substituted fused arylcycloalkyl. optionally substituted fused arylcycloalkenyl, optionally 
substituted fused arylheterocyclyl, optionally substituted fused arylheterocyclenyl, optionally 

25 substituted fused heteroarylcycloalkyl. optionally substituted fused heteroarylcycloalkenyl, 
optionally substituted fused heteroarylheterocyclyl or optionally substituted fused 
heteroarylheterocyclenyl; 

Cy2 is aminp-quinazolin. benzhydrylidene-amino. pyrrolo-pyridin. optionally substituted aryl, 
optionally substituted heteroaryl, optionally substituted cycloaikyl. optionally substituted 

30 cycloalkenyl. optionally substituted heterocyclyl, optionally substituted heterocycienyl. optionally 
substituted fused arylcycloalkyl, optionally substituted fused arylcycloalkenyl, optionally 
substituted fused arylheterocyclyl. optionally substituted fused arylheterocyclenyl, optionally 
substituted fused heteroarylcycloalkyl, optionally substituted fused heteroarylcycloalkenyl, . 
optionally substituted fused heteroarylheterocyclyl, optionally substituted fused 

35 heteroarylheterocyclenyl, azaheteroaryl, azaheterocyclyl, azaheterocyclenyl. fused 
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azaheteroarylcycloalkyi, fused azaheteroarylcycloalkenyl. fused heteroarylazacycloalkyi or 

fused heteroarylazacycloalkenyl; 

R3 and Rsa taken together form O or S; 

R2 and Rj, are independently selected from hydrogen, alkyl. aminoalkyl. alkyiaminoalkyl. alkoxy. 
alkoxyalkyl. alkoxyamlnoalkyl. cydoalWalkylamino. benzyloxyalkyl. Isopropyl. aminomethyl. 
methoxyethylaminomethyl, piperazin, pyrrolidln. ethoxymethyl, benzyloxymethyl, 
methoxymethyl. isobutyl. isopropylamino or isopropylaminomethyl. provided that Rj and R^. are 
not each hydrogen; 

Ri. Ria. R4 and R.^ are independently selected from hydrogen, carboxy, alkoxycarbonyl. 
Y,YjNC(0)-. wherein Y, and Y^ are defined as in daim 1. optionally substituted alkyl. optionally 
substituted aryl. optionally substituted aralkyl. optionally substituted heteroaryl and optionally 
substituted heteroaralkyl; 

or the pairs R, and R,. taken together with the carbon atom through which they are linked fomi 
a 3 to 7 membered cycloalkyi or cycloalkenyl group; or R4 and R4. taken together with the 
carbon atom through which they are linked form a 3 to 7 membered cycloalkyi or cycloalkenyl 
group; 

and m and n are each 1. 



8. A compound according to claim 6 wherein 
A is N; 

G, is L,-Cy, and G2 is Lj-Cyz; 

L, and Lj are independently absent, methylene, ethylene or alkylene; 
Cy, is thiophen-isoxazolyl. aminopyridine-benzyl, benzo-thiophen, pyrimidin-benzyl. 
aminoquinazolin. pyrimidin-piperidin, optionally substituted aryl, optionally substituted 
heteroaryl. optionally substituted cycloalkyi. optionally substituted cycloalkenyl. optionally 
substituted heterocyclyl. optionally substituted heterocyclenyl. optionally substituted fused 
arylcycloalkyl. optionally substituted fused arylcycloalkenyl. optionally substituted fused 
arylheterocyclyl. optionally substituted fused aryiheterocyclenyl, optionally substituted fused 
heteroarylcycloalkyl. optionally substituted fused heteroarylcycloalkenyl, optionally substituted 
fused heteroarylheterocyclyl or optionally substituted fused heteroarylheterocyclenyl; 
Cy^ is bipyridinyl. amino-quinazolin, pyridin-benzyl, thiophenyl, thiophen-benzyl, pyn-olo-pyridin. 
optionally substituted aryl, optionally substituted heteroaryl. optionally substituted cycloalkyi. 
optionally substituted cycloalkenyl. optionally substituted heterocyclyl, optionally substituted 
heterocyclenyl. optionally substituted fused arylcycloalkyl. optionally substituted fused 
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arylcycloalkenyl, optionally substituted fused arylheterocyclyl, optionally substituted fused 
arylheterocyclenyl, optionally substituted fused heteroarylcycloalkyi, optionally substituted fused 
heteroarylcycloalkenyi. optionally substituted fused heteroarylheterocyclyl or optionally 
substituted fused heteroarylheterocyclenyl; 
5 R3 and Rja taken together form O or S; and 
R4 and taken together form O or S; 

Ri. Ria. R2. R2a. are independently selected from hydrogen, carboxy, alkoxycarbonyl, 
YiY2NC(0)-, wherein Y, and Yj are defined as in claim 1, optionally substituted alky!, optionally 
substituted aryl. optionally substituted aralkyl. optionally substituted heteroaryl and optionally 

10 substituted heteroaralkyi; or R, and R2 together with the carbon atoms through which R^ and R2 
are linked form a cycloalkyi group, cycloalkenyl group, heterocyclyl group, or heterocyclenyl 
group; or R^^ and R2fl are absent and R, and Rj together with the carbon atoms through which 
Ri and R2 are linked form an aryl or heteroaryl group; or one or more of the pairs R, and R,a 
taken together with the carbon atom through which they are linked form a 3 to 7 membered 

15 cycloalkyi or cycloalkenyl group; or R2 and Rja taken together with the carbon atom through 
which they are linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; 
and m and n are each 1 . 

9. * A compound according to claim 6 wherein 
20 A is N; 

Gi is Li-Cyi and G2 is Ls-Cyz; 

and L2 are independently absent, methylene, ethylene or alkylene; 

Cy, is thiophen-isoxazol, thiophen-pyrazol, thiophen-oxadiazol, thiophen-thiadiazol. thiophen- 

triazol, thiophen-pyridin or phenyl-triazol; 
25 Cy2 is amino-quinazolin or pyrrolo-pyridin; 

R3 and Raa taken together form O or S; 

R11 Ria. R2. R2a. R4 and R4a are independently selected from hydrogen, carboxy, alkoxycarbonyl. 
YiY2NC(0)-, wherein Y^ and Yj are defined as in claim 1, optionally substituted alkyl, optionally 
substituted aryl, optionally substituted aralkyl, optionally substituted heteroaryl and optionally 

30 substituted heteroaralkyi; or R, and R2 together with the carbon atoms through which R^ and R2 
are linked form a cycloalkyi group, cycloalkenyl group, heterocyclyl group, or heterocyclenyl 
group; or R^^ and Rja are absent and R, and R2 together with the carbon atoms through which 
Ri and R2 are linked form an aryl or heteroaryl group; or one or more of the pairs R, and R^g 
taken together with the carbon atom through which they are linked form a 3 to 7 membered 

35 cycloalkyi or cycloalkenyl group; or R2 and Rza taken together with the carbon atom through 
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Which they are linked form a 3 to 7 meml>ered cycloallcyl or cycloall^enyl group; or and R^, 
taken together with the carbon atom through which they are linked form a 3 to 7 membered 
cycloalkyi or cycloalkenyl group; and m and n are each 1. 

10. A compound according to claims 1, 6, 7. 8 and 9 wherein Cyj is optionally substituted 
with one or more groups selected from amino, cartsamoyi, acylamino, heteroaryl, 
heterocydenyl. heterocyclyl. alkyi, amidino, alkyloxycarbonyl. hydroxy, alkoxy. aryl, isourea. 
guanidino, acylhydrazino, acyl, cyano, carboxy, sulfamoyl. or halo. 

11. A compound according to claims 1 , 6, 7, 8 and 9 wherein Cy, is optionally substituted 
with one or more groups selected from amino, halo, hydroxyl, aryl, heteroaryl, amidino, alkyI, 
acylamino, carbamoyl, cyano, alkoxy, nitro, carbamate, sulfamyl. 

12. A compound according to claim 1 having the formula II 




11 



or a phannaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 

wherein R„ R,„ Rj. R,,, R,, R^, Cy,. Cyj. L,. and L2 are as defined in formula I. 

1 3. A compound according to claim 12 wherein Cyj contains at least one nitrogen atom and 
when Cya is optionally substituted aryl, optionally substituted cycloalkyi, optionally substituted 
cycloalkenyl. optionally substituted fused phenylcycloalkyi or optionally substituted fused 
phenylcycloalkenyl, then said nitrogen atom is a basic nitrogen atom. 



A compound according to claim 1 having the formula lla 
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E Ila 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 

Nroxide thereof, a hydrate thereof or a solvate thereof, 

wherein 

5 Ri. Ria, R2. Rza. R4 and R4a are independently selected from hydrogen, alkyi, alkoxyalkyi, 

aminoalkyi, aminoalkylalkoxy, carboxy, alkoxycarbonyl, YiYjNCCO)-, optionally substituted alkyI, 
optionally substituted aryl, optionally substituted aralkyi, optionally substituted heteroaryl and 
optionally substituted heteroaralkyl. or R, and R,,, R2 and Rja or R4 and taken together form 
O or S; of R^ and R2 together with the carbon atoms through which R, and Rj are linked form a 

10 cycloalkyi group, cycloalkenyl group, heterocyclyl group, or heterocyclenyl group; or R^^ and Rja 
are absent and R, and R2 together with the carbon atoms through which R, and Rj are linked 
fomn an aryl or heteroaryl group; or one or more of the pairs R^ and R^a taken together with the 
carbon atom through which they are linked form a 3 to 7 membered cycloalkyi or cycloalkenyl 
group; or Rj and Raa taken together with the carbon atom through which they are linked fonn a 3 

15 to 7 membered cycloalkyi or cycloalkenyl group; or R4 and R4a taken together with the carbon 
atom through which they are linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; 
Cy, are independently selected from Isoxazolyl, thiophenyl. thiophenyl-isoxazolyl, obtionally 
substituted by halogen, optionally substituted aryi, optionally substituted heteroaryl, optionally 
substituted cycloalkyi, optionally substituted cycloalkenyl, optionally substituted heterocyclyl, 

20 optionally substituted heterocyclenyl, optionally substituted fused arylcycloalkyi, optionally 
substituted fused arylcycloalkenyl, optionally substituted fused arylheterocyclyl. optionally 
substituted fused arylheterocyclenyl, optionally substituted fused heteroarylcycloalkyi, optionally 
substituted fused heteroarylcycloalkenyl, optionally substituted fused heteroarylheterocyclyl and 
optionally substituted fused heteroarylheterocyclenyl; 

25 L, is absent, methylene. O, NR5. -S(0)p- -S(0)pNRr. -C(X)Y- or -L3-Q-L4-Q'.Ls-, -C(0)Y. 
C(X)Y.. 

-C(X)YC{0).. .C(C)NRs-S(0)p-, or •C(0)C(0)NR5S(0)p.; p is 1 or 2, and 
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E is alkoxycarbonyl, carbamoyl, acyl. alkyi, pyridinyl, amWino; NR12R12' wherein R,2 

and Riy are independently selected from hydrogen or optionally substituted lower alkyI; or 

Ri5 Wherein R,s is selected from halogen, alkoxy, alkylthio and Y1Y2N-, wherein 
Y, and Y2 are independently, hydrogen. alkyI and aralkyl. 

15. A compound according to claim 1 having the formula lib 



R2 




Rl 4 



lib 

or a pharmaceutically acceptable salt thereof, phanmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof, wherein 

10 R„ Ria, R2. R2«» R4 and R4a are independently selected from hydrogen, carboxy. alkoxycarbonyl. 
Y,Y2NC(0)-, optionally substituted alkyl. optionally substituted aryl, optionally substituted 
aralkyl, optionally substituted heteroaryl and optionally substituted heteroaralkyl. or R, and R,3, 
R2 and Rja or R4 and taken together fomn O or S; or and R2 together with the carbon 
atoms through which R^ and R2 are linked fomn a cycloalkyi group, cycloalkenyl group. 

15 heterocyclyl group, or heterocyclenyl group; or R.^ and R23 are absent and R, and R2 together 
with the carbon atoms through which R, and R2 are linked form an aryl or heteroaryl group; or 
one or more of the pairs R, and R,a taken together with the carbon atom through which they are 
linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; or R2 and Rja taken together 
with the carbon atom through which they are linked form a 3 to 7 membered cycloalkyi or 

20 cycloalkenyl group; or R4 and R4a taken together with the carbon atom through which they are 
linked form a 3 to 7 membered cycloalkyi or cycloalkenyl group; 
Cy, are independently selected from optionally substituted aryl, optionally substituted 
heteroaryl, optionally substituted cycloalkyi. optionally substituted cycloalkenyl. optionally 
substituted heterocyclyl,. optionally substituted heterocyclenyl, optionally substituted fused 
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arylcycloalkyi, optionally substituted fused arylcycloalkenyl, optionally substituted fused 
arylheterocyclyl, optionally substituted fused arylheterocyclenyl, optionally substituted fused 
heteroarylcycloalkyl, optionally substituted fused heteroarylcycloalkenyl, optionally substituted 
fused heteroarylheterocyclyl and optionally substituted fused heteroarylheterocyclenyl; 
5 L, is absent, O. NR5, -S(0)p-, .S(0)pNR5-, -C(X)Y- or .L3-Q-L4-Q'-L5-. -C{0)Y-C(X)Y-, - 
C(X)YC(0)-, 

-C(C)NR5-S(0)p-, or -C(0)C(0)NR5S{0)p-; and 

Ri3 and R14 are independently hydrogen, lower alkyi, aryl, heteroaryl, amino, acylaminoalkyl. 
alkoxycarbonylalkyi, carbamoylalkyl or alkoxyalkyi; or R^a and R^^ together with the carbon 
10 atoms through which R13 and R^^ are linked form a cycloalkyi group, cycloalkenyl group, 
heterocyclyl group, heterocyclenyl group, aryl group or heteroaryl group. 

16. A compound according to claim 1 having the formula lie 



15 or a pharmaceutically acceptable salt thereof, pharmaceutlcally acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof, wherein: 

Cy^ is thiaheteroaryl. benzothiopheneyl or azaheteroaryl, which are unsubstituted or substituted 
by halogen, 

is -S(0)2-, "S(0)2-alkylene-, -S(0)2-alkyenlerie- or -S(0)2-alkynylene-; 
20 Ri, R,a. R2. R2a are independently hydrogen, alkyi, alkoxyalkyi. aminoalkyi, aminoalkylalkoxy, 
carboxyl, alkoxycarbonyl, or carbamoyl; L2 is methylene; and 

Cy2 is azaheteroaryl. azaheterocyclyl. azaheterocyclenyl, fused azaheteroarylcycloalkyi, 
fused azaheteroarylcycloalkenyl, fused heteroarylazacycloalkyi or fused 
heteroarylazacycloalkenyl. 

25 

17. A compound according to claim 1 having the formula lid 





R 



wo 01/07436 



417 



PCT/IBOO/01156 




wherein R^y and R^e are independently hydrogen or halogen; 
J, is S or NH; 
Jzis CH or N; and 
5 R2 is hydrogen, alkyi, carboxyl, alkoxycarbonyl, or carbamoyl. 

18. A compound according to claim 12 wherein L, and L2 independently are methylene, 
ethylene, propylene or butenylene; R,. R^a. R2. R2a are independently hydrogen, alkyl. 
alkoxyalkyi, aminoalkyi, aminoalkylalkoxy, carboxyl. alkoxycarbonyl, or carbamoyl; Cy, is 

10. heteroaryl. thiaheteroaryl, biheteroaryl, thiophenyl, isoxazolyl, isoxazolyl-thiophenyl or 
azaheteroaryl, which are unsubstituted or substituted by halogen; Cyj is azaheteroaryl, 
quinazolin, amino-quinazolin or 4-aminoquinazolin. 

19. A compound according to claim 1 selected from the group consisting of 
15 5-Chloro-2-chlorosulfonyl-indole-1-carboxylic acid tert-butyl ester, 

6-Chloro-2-chlorosulfonyl-indole-1-carboxylic acid tert-butyl ester, 

3- (5-Chloro-thiophen-2-yl)-3-oxo-propiomc acid tert-butyl ester, 
Methyl-6-Chloro-benzofurancarboxylate, 
2-Cyclopentyl-3-oxo-piperazine-1-carboxylic acid benzyl ester, 

20 (+/-)-cis-4-benzyloxycarbonyl-decahydroquinoxalin-2-one. 

5- Methyl-3-oxo-2-propyl-piperazine-1-carboxylic acid tert-butyl ester, 

4- [4-Amino-quinazolin-7-ylmethyl]-5-methyl-3-oxo-2-propyl-piperazine, 
(R)-3-Methoxymethyl-5-oxo-piperazine-1-carboxylic acid allyl ester, 

6- lsopropyl-piperazin-2-one, 

25 9-(4-Aminoquinazolin-7-ylmethyI)-6.9-diaza-spiroI4,5]decan-1 0-one, 
(+/-)-cis-4-benzyloxycarbonyl-decahydroquinoxalin-2-one, 
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(+/-)-cis-1-{4-Amino-quinazoIin-7-ylmethyl)-decahydroquinoxalin-2-one,, 
(+/-)-trans-4-benzyloxycarbonyl-decahydroquinoxalin-2-one. 
(+/-)-trans-1-(4-Amino-quinazolin-7-ylmethyl)-<iecahydroquinoxalin-2-one. 
4-Benzyloxycarbonyl-3-(S)-(2-methylsulfanyl-ethyl)-piperazin-2-one, 
5 1-(4-Amino-quinazoiin-7-ylmethyl)-3-(S)-(2-methylsulfanyl-ethyl)-piperazin-2-one, 
(R)-1-(4-Amino-quinazolin-7-ylmelhylH-(5-chloro-1H-indole-2-sulfonyI)-6-isoprop 
2-one, 

(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzoIb]thiophene-2-sulfonyl)-6-i^ 
piperazin-2-one. 

1 0 (R)-1 -(4-Annino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6-isopropyl- 
piperazin-2-one, 

(R/S)1-{4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-benzoimidazole-2-sulfonyl^ 
piperazine-2-carboxylic acid ethyl ester, 

(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-<6-chloro-1H-indole-2-sulfonyl)-6-me^^ 
15 piperazin-2-one, 

(R)-1-{4-Amino-quinazolin-7-ylmethyl)^-(6-chloro-1H-benzoimidazole-2-sulfo 
piperazin-2-one, 

(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-indole-2-sulfonyl)-6-isopro 
2-one. 

20 (4aRS,8aSR)-1-(4-Amino-quinazolin-7-ylmethyI)-4-(6-chloro-benzo[b]thiophene-2-sulfo 
octahydro-quinoxaIin-2-one, 

(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-{5-chloro-1H-indole-2-sulfonyl)-6-me 
piperazin-2-one. 

1- (4-Amino-quinazoHn-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-piperazin-2-one 
25 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-indole-2-sulfonyl)-piperazin-2-one. 

[1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)- 

2- (S)-yl]-acetic acid, 

[1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6-oxo-piperazi 
2-(S)-yl]-acetic acid tert-butyl ester. 
30 (R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
m ethoxym ethyl-pi perazi n-2-on e , 

{+/-)-1-(4-Amino-quinazolin-7-yimethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)^^^ 
piperazine-2-carboxyIic acid (2-pyrrolidin-1-yl-ethyl)-annide, 
{+/-)-1-(4-AminoK?uinazolin-7-ylmethyl)-4-(6-chIoro-benzo[b]thiophene-2-sulfo^^ 
35 piperazine-2-carboxylic acid 2-pyrrolidin-1-yl-ethyl ester, 



wo 01/07436 PCT/IB00/0n56 

419 

(S)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-^^ 
methoxymethyl-piperazin-2-one, 

(s)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophen 
methoxymethyl-pipera2ln-2-one, 

5 4-(4-Amino-quinazolin-7-ylmethyI).(2S)-methoxymethyl-3-oxo-pipera2ine-1 -sulfonic acid (4- 
chloro-phenyl)-amicle, 

1- (4-AnriinoKjuina2olin-7-yImethyl)-4-(6-chloro-benzoIb]thiophene-2-sulfonyl)-6-ox^ 

2- carboxylic acid 2-imidazoM-yl-etliyl ester, 

{+/-)-1-(4-Annino-quinazolin-7-ylmethyl)-4-(6K;hloro-benzoIb]thiophene-2-sul^^ 
10 pipera2ine-2-carboxylic acid 2-morpholin-4-yl-ethyl ester. 

(+/0-1-(4-Amino<iuina2olin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfo^ 
, pipera2ihe-2-carboxylic acid pyrrolidin-2-ylmethyl ester, 

(+/-).1-(4-AminoH:iuina2olin-7-ylmethyl)-4-(6-^hloro-benzoIb]thiophene-2-sul^^ 
pipera2ine-2-carboxylic acid 2-methylamino-ethyl ester, 

1 5 (R)- 1 -(4-Anriino-quina2olin-7-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-suIf^^ 
piperazin-2-one, 

(S)- 1-(4-AminoHquinazolin-7-ylmethyI)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-^^ 
piperazin-2^one, 

(R)- 1-{4-Amino<iuinazolin-7.ylmethyl)-4-(6-chloro-benzo[b]thlophene-2-sulfonyl)-6^^ 
20 piperazin-2-one, 

(R). 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzoIb]thiophene-2-sulfonyl)^^^^ 
pipera2in-2-one, 

(S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4.(6.chloro-benzo[b]thiophene-2-sulfonyl)^^^ 
pipera2in-2-one, 

25 (R)- 1 -(4-Amino^uinazolin-7.ylmethyl)-4-(5-chloro.1 H-indole-2-sulfonyl)-6-methyl-piperazin-2- 
one, 

(S)- 1-(4-Anriino-quina20lin-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-6-meth 
one, 

(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-6"isobutyl-piperazin-2- 
30 one, 

(S)- 1-(4-Amino-quina2olin-7-ylmethyl)-4-{5-chloro-1H-indole-2-suifonyl)-6Hsobutyl^ 
one, 

(R)- 1 -{4-Aniino-quinazolin-7-ylmethyl)-4"(6-chIoro-1 H.indole-2-sulfbnyl)-6-methyl-piperazin-2- 
one, 
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(S)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-indole-2"Sulfonyl)-6-methyI-pipera2in-2- 
one, 

(R)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-indole-2-suIfonyl)-6-i 
one, 

5 (S)- 1 -(4-Amino-quina2olin-7"ylmethyl)-4-(6-chloro-1 H-indple-2-sulfonyl)-6-isobutyl-pipera2in-2- 
one, 

(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-ben20imida2ole-2-sulfonyl)-6-methyl- 
piperazin-2-one, 

(S)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6-methyl- 
10 pipera2in-2-one, 

(R)- 1 -(4-Amino-quinazolin-7"ylmethyl)-4-(6«chloro-1 H-benzoimidazole-'2-sulfonyl)-6-isobutyl- 
piperazin 2-one. 

(S)- 1-{4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazo!e-2-sulfonyl)-6HSobutyl- 
piperazin-2-one, 

1 5 1 -(4-Amino-quinaz6lin-7-ylmethyI)-4-(2-chloro-imidazo[1 .2-a]pyridin"7-ylmelhyl)-piperazin-2- 
one. 

1-(4-Amino-quinazolin-7-yImethyl)-4-(5-chloro-1H-indol-2-yimethyl)-3(^ 
ethyl)-piperazin-2-one, 

1-(4-Amino-quinazoIin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl)-allylHS)-^^ 
20 piperazin-2-one. 

1- (4-Amino-quina2olin-7-ylmethyI)-4-(6-chloro4hieno[2.3-b]pyridin-2-ylmethyl)- 
piperazin-2-one, 

2- [4-(4-Amino-quinazolin-7-ylnriethyl)-3K)xo(S)-2-propyl-piperazin-1-ylmethyl]-5-ch 
1-carboxylic acid tert-butyl ester. 

25 1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1H-indol"2-ylmethyl)-(S)-3-propyl^ 
one. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzofuran-2-ylmethyl)-3(S)-propyl-pipera^^ 
one, 

9-(4-Amino-quinazolin-7-ylmethyl)-6-[3-{5-chloro-thiophen-2-yl)-allyl]-6.9^^ 
30 10-one, 

{4aRS,8aSR)-1-(4-Amino-quinazoIin-7-ylnriethyl)-4-[3-(5-chloro-thiophen-2-y^ 
quinoxalin-2-one, 

(4aRS,8aSR)-1 -(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 HHndol-2-ylmethyl)-octahydro- 
quinoxalin-2-one, 
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1-(4-Amino-quinazolin-7-ylmethylH-(5-chloro-1HHndol-2-ylmethyO-3(S)-isobutyl-plpera2^ 
one, 

1- (4-Amino<iulnazolin-7-ylmethyl)-4-(7-chloro-isoquinolin-3-ylmethyl)-3(S)-isobutyM 
one, 

5 3-[4-(4-Aniin6-quinazolin-7-ylmethyl)-(2S)-methoxymethyl-3K)xo-pipera2in-1-ylmethyl]- 
benzannidine, 

(4aRS,8aRS)-1-(4-Amino-quinazolin-7-ylrnethyl)-4-(5-chloro-1H-indol-2-ylmethyl)-octahydro- 
quinoxalin-2-one, 

(4aRS,8aRS>-1-(4-AminoKjuina2oIin-7-ylmettiyl)-4-I3-(5-chloro-thiophen-2-yl)-^llyl]<)rt^ 
10 quinoxalin-2-one, 

(4aRS.8aRS)-1-(4-AminoKjuinazolin-7-ylmethyl)-4^(7-chloro-isoquinolin-3-ylmethyl)-octahydro- 

quinoxalin-2-one, ft 

I* 

2- [4-(4-Amino-quinazolin-7-ylmethyl)-1 -{7-chloro-isoquinoIin-3-ylmethyl)-3-oxo-pipera2in-2-(S)- " 
yl]-N-methyl-acetamide, 

1 5 2-[4-(4-Amino-quinazolin-7-ylmethyl)-1 -(7-chloro-isoquinolin-3-ylmethyl).3-oxo-piperazin-2-(S)- 
yl]-acetamide, 

2- ^4-(4-AminG>KjuinazoIin-7-ylmethyl)-1-[3-(5-chlorcHth 
yl}-acetamide, 

2^4-(4-AminoH:juinazolin-7-ylmethyl)-1-[3-(5-crfiloro4hiophen-2-yl)-aI^ 
20 yl}-N-methyl-acetamide, 

1-(4-AminoKjuinazolin-7-yImethyl)-4-I3.(5-chloro-thiophen-2-yO 
one. 

(s)-1-(4-Aniinc>-quinazolin-7-ylmethyl)-4-[3-(5H:hloro4hiophen-2-yl^ 
piperazin-2-one, 

25 1-(4-Amino-quinazolin-7-ylmethyl)-4-(4-anfiino4hienoI3,2-d]pyrimidi^ 
methoxymethyl-pipera2in-2-one. 

1-{4-Anfiino-quinazolin-7-ylmethyI)-3-(S)-nriethoxymethyl-4-(4-pyrimidin-4-y^ 
one. 

4-[4-(2-Amino-pyrimidin-4-yl)-benzyl]-1-(4.amino-quinazolin-7-ylmethyl).3-(S 
30 piperazin-2-one, 

3- Amino-5-[4-{4-anriino-quina2olin-7-ylmethyl)-2(S)-niethoxymethyl-3K)Xo-pipera^^^ -ylmethyl]- 
thiophene-2-carbonitrile, 

1-(4-Amino-quinazolin"7-ylmethyl)^-[3.(5-chloro-thiophen"2-yl)-allyl]-3(S)-{^ 
pipera2in-2-one. 
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3-{3-[4-(4-Amino-quinazolin-7-ylmethyl)-(2S)-methoxymethyl-3-oxc>-piperazin-1-yl]-3<^^ 
propenyl}-benzonitrile, 

3-{3-[4-(4-Amino-quinazolin-7-ylmethyl)-(2S)-methoxymethyl-3-oxo-piperazin-1-yl]-^ 
propenyl}-benzamidine, 

5 1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(4-hydroxy-phenyl)-acryloyIH3S)-propyl-pi^ 
one^ 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(3-chloro-phenyl)-aci7loyl]-(3S)-propyI-piperaz^ 
1-[4-{4-Aminoquinazoline-7-ylmethyl)-3-ox(>2-propyl-piperazine-1-yl]-3-(5-chloro^^ 
yl)-propane-1 .3,dione, 

10 1-[4-{4-Aminoquinazoline-7-ylmethyl)-3-oxcH2-propyl-piperazine-1-yl]-3-(5-chloro4hioph 
yl)-2-fluoro-propane-1 .3,dione. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-yIcxy)-acetyl-3'(S)(^ 
ethyl)-piperazin-2-one, 

1-(4-Amino-quinazo!in-7-ylmethyl)^-[(5-chloro4hiophen-2-yloxy)-acetyl-3-{SH^ 
1 5 methanesulfinyl-ethyl)-piperazin-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-yloxy)-acetyl"3-(S)-(^^ 
methanesulfonyl-ethyl)-piperazin-2-one. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-yloxy)-acetyl]-3-{S)- 
dimethylaminomethyl-piperazin-2-one, 
20 1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-benzo-[b]thiophene-2-cartonyl)-(3S)^ 
methoxymethyl-piperazin-2-one, 

1-{4-Amino-2-methyl-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-ylo^^^^ 
piperazin-2-one, 

1-{4-Amino-qu!nazolin-7-ylmethyl)-4-(6-chloro-benzofuran-2<;arbonyl)-(S)-6-methyl-(S)^ 
25 propyl-piperazin-2'One, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzofuran-2H:arbonyl)-3(S)-(2-met^ 
ethyl)-piperazin-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chlorobenzo[b]-thiophene«2-carbony|)-(S)-3-pra 
piperazin-2-one 

30 1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chIoro-benzo[b]-thiophene-2-carbonyl)-(S)-6-rnethyl- 
(S)>3-propyl-piperazin-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(6K:hloro-benzo[b]-thiophene-2-carbonyl)-(S)-6-^ 
(S)-3-propyl-piperazin-2-one, 

1-(4-Amino-quinazolin-7-yimethyl)-4-[3-(4-chloro-thiophen-2-yl)-acryloyl]-(S)«6-m^^^ 
35 propyl-piperazin-2-one . 
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1-(4-AminoKiuinazolln-7-yImethyl)-4-[(5-chloro-thiophen-3-yloxy)-acetylHS)-6-meth^ 
propyl-piperazin-2-one. 

1-(4-Amino-quina2olin-7-ylmethyl)-443-(5-chloro-thiophen-2-yl)-acryloylHS)-6-methyk 
propyl-pipera2in-2-one, 

1-{4-Amino-quina2olirw7-ylmethyl)-44(5-chloro-th!ophen-2-yloxy).acetyl]-(S)-6-m 
propyl-pipera2in-2-on, 

1-(4-Amino-qulna20lin-7-yImethyl)-4-(5-chloro-benzofuran-2-caibonyl)-3(S)-propyl-pjpera^ 
one, 

3-{2-[4-{4-Amin(><iuina2olin-7-ylmethyl)-2-(S)-methoxymethyl-3-oxo-pipera2in-1-yl]-2H3xo 
ethyl}-benzamicline, 

3- {2-[4-(4.Amino-quina2olin-7-ylmethyl)-3-oxo-pipera2in-1-yl]-2-oxo-ethyl}-ben2amidin. 

4- [3-(4-Amino-cycIohexyO-acryloyl]-1-(4-aminoK|uinazolin-7-yImethyO-(3S)-propyl-piper^ 
one, 

1-(4-Amino-quina2olin-7-ylmemyl)-4-(6-chloro-ben20lb]thiophene-2-<»il3onyl)-(S)-3-pr^ 
piperazin-2-one. 

1-{4-AminoKiuina2olin-7-ylmethyI)-4-{6-chloro-benzofurarv-2-^rt)onyl)-3(S)-propyl-piper^^ 
one trifluoroacetate, 

1 -[4-(4-Amino-quina2olin-7-ylmethyl)-3-oxo-2-propyl-piperazih-1 -yl]-3-(3-chloro-phenyl)- 
propane-1 ,3-dione, 

4-[(5-Amino-pyridjn-2-yloxy)-acetyl]-1-(4-amino-quina2olln-7-yImethyl)-(S)-2kne^ 
pipera2in-2-one, 

1-{4-Amino<|uina2olin-7-ylmethyl)-44(5-K:hIoro-thiophen-2-yloxy)-acetyI]-3-(R)-methoxymethyl- 
piperazin-2-one, 

3-{3-I4-(4-Amino-quina2olin-7-ylmethyl)-3-oxo-piperazin-1 -yl]-3-oxo-propyi)-benzamidine. 

3-{3-[4-{4-Amino-quinazolin-7-ylnfiethyIH2S)-methoxymethyi-3-oxo-piperazln-1-yl]-3-oxo- 
propyl}-benzamidine, 

1 -(4-Amino-quinazolin-7-ylmethyl)-4-(4-imidazoJ-1 -yl-benzoyl)-3(S)-propyl-piperazin-2-Dne, 

(6-{2-[4-(4-Amino-quinazolin-7-ylmethyl)-(S)-2-methoxymethyl-3-oxo-piperazln-1-yl]-2-oxD- 
ethoxy}-pyridin-3-yl)-carbamic acid tert-butyl ester, 

(4aRS.8aSR)-1-(4-Amino-quinazolin-7-ylmethyl)-4-I(5-chloro-thiophen-2-yloxy)-acetyl]- 
octahydro-quinoxalin-2-one, 

(4aRS.8aRS)-1-{4-Amino-quinazolin-7-ylmethyl)-4-[(5-chIoro-thiophen-2-yloxy)-acetyl]- 
octahydro-quinoxalin-2-one, 

(4aRS,8aRS)-1-(4-Amino-quinazolin-7-ylmethyl)-4-I3-(5-chlpro-thiophen-2-yl)-acryloyl]- 
octahydro-quinoxalin-2-one. 
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1-(4-AminoHquina2olin-7-ylmethyl)-4-[3-(5-chloro-6-oxo-1,6KJihydro-pyridin-^ 
propyl-pipera2in-2-one , 

1- [4-(4-Amino-quina2olin-7-ylmethyl)-3-oxo-2-propyl«piperazin-1-yl]-3-(4-hydroxy-ph 
propane-1 .3-dione, 

5 2-{4-(4-Amino-quinazolin-7-ylmethyl)-1-[3-(4-chloro-thiophen-2-yl)-acryto 
{S)-yl}-acetamide, 

2- {4-(4-Amino-quinazolin-7-ylmethyl)-1-[3-(5-chloro-thiophen-2-yl)-aci7loyl]-3-^ 
(S)-yl}-acetamide, 

2^4-(4-Amino-quina2olin-7-ylmethyl)-1-[(5-chloro-thiophen-2-yloxy)-acetyl]-3-oxo-pi 
10 (S)-yl}-acetamide. 

{4"(4-Amino-quina2olin-7-ylmethyl)-1-t{5-chloro-thiophen-2-yloxy)-acetyl]-3-oxo-p 
yl}-acetic acid methyl ester 

2-{4-(4-Amino-quinazolin-7-ylmethyl)-V[3-(4-chloro-thiophen-2-yl)-aci7loyl]-3-^^ 
(S)-yl}-N-methyl-acetamide. 

15 2-{4-(4-Amino-quina2olin-7-ylmethyl)-1-[(5-chloro4hiophen-2-yloxy)-acetyl]-3-ox^ 
(S)-yl}-N-methyl-acetamide, 

2-{4-(4-Amino-quina2olin-7-ylmethyl)-1-[3-(5-chloro-thiophen-2-yl)-acryloyl^ 
(S)-yl}-N-methyl-acetamide, 

4-{3-[4-(4-Amino-quina2olin-7-ylmethyl)-(S)-2-methoxymethyl-3-oxo-piperazin- 
20 propenyl}-benzenesulfonamide, 

N-(5--[3-[4-{4-Amino-quinazoiin-7-ylmethyl)-2-(S)-methoxymethyl-3-oxo-piper^^ 
propyl}-pyridin-2-yl)-acetamide, 

1-(4-AminoHquinazo!in-7-ylmethylH-[(5-aminO'[1,3,4]thiadia2ol-2-ylsulfanyl)-a^^ 
propyl-piperazin-2-one 

25 1-(4-AminoH^uina2olin-7-ylmethyl)"4-[{5-amino41.3,4]thiadiazol-2-ylsulfa 
methoxymethyl-piperazin-2-one, 

3.[4-(4.Amino-quinazolin-7-ylmethyl)-(2S)-methoxymethyl-3-oxo-piperazihe"1-carbony 
benzamidine, 

1-(4-AminoK^uinazolin-7-ylmethyl)-4-[(piperidin-3-yloxy)-acetyl]-piperazin-2-one. 
30 1-(4-Amino-quinazolin"7-ylmethyl)-443-{3-chloro-4-hydroxy-phenylHE)-acr^^ 
methoxymethyl-pipera2in-2-one. 

(3S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-hydroxy-naphthalene-2-carbonyl)-3-propyl- 
piperja2in-2-one, 

(3S)-1-(4-Amino-quinazolin-7-ylmethylH-(5-hydroxy-1HHndole-2-carbonyl)-3-prop^^^^ 
35 2-one, 
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1 -(4-Amino-quina20lin-7-ylmethyl)-4-[(3-hydroxy-phenoxy)-acetyl]"(3S)-metho^ 
piperazin-2-one. 

1-{4--Amino-qulna2olin-7-ylmethyl)-4-[3-(4-hydroxy-phenyl)-acryloyl]-^ 
piperazin-2-one. 

5 N-(5«{3-I4-(4-Amino-quinazolin-7-ylmethyI).3-oxo-2-(S)-propy|.pipera2i^ 
pyridin-2-yl)-acetamicle, 

1-(4-Amino-quina2olin-7-yImethyI)-4-[(5-chloro-thiophen-2-yloxy)-acety 
propyl-piperazin-2-one. 

1-{4-Amino-quinazolin-7-ylmethyl)-4-[(3-chloro-phenoxy)-acetyl]-(R)-6-me 
10 piperazin-2-one. 

1-{4-Amino-quinazolin-7"ylmethyI)-4-[{5-chIoro-thiophen-2-yloxy)-acetyll-3,6 

methoxymethyl-piperazin-2-one. 4 

1- (4-Amino-quinazolin-7-ylmethyI)-4-[3-(3-chloro-phenyl)"acryloyl]-(R).6-met^ " 
piperazin-2-one * 

15 1-(4-AminoKiuinazolin-7-ylmethyl)-4-[3-(4.chloro4hiophen-2-y 
propyl-pipera2in-2-one, 

4-[3-(6-Amino-pyridin-3-yl)-acryloyl]-1-{4-amino<|uinazoIin-7-ylmethylHR)^^ 
propyl-piperazin-2-one, 

244-(4-Amino-quinazolin-7-ylmethyl)-3-oxo-(S)-2-propyl-piperazin-1-yl]-N 
20 y!)-2HDxo-acetamide, 

2- [4-{4-Amino-quinazolin-7-ylmethyl)-3-oxo-piperazin-1-yl]-N-(5-chlo 
acetamide, 

1- (4-Amino-quina2olin-7-ylmethyl)-4-[3-(5-chloro-thiophen-3-yl)-acryloyn^ 
propyl-pipera2in-2-one, 

25 1-(4-Amino-quinazolin.7-ylmethyl)-4-[3-(5-chIoro-thiophen-2-yl)-acryloyl]-(R^ 
propyl-pipera2in-2-one. 

2- [4-(4-Amino-quinazoIin-7-ylmethyl)«(S).2-methoxymethyl-3-pxo.piperazin-1-^ 
thiophen-2-yl)-2-oxo-acetamide, 

(S)-1-(4-Amino«quina2olin-7-ylmethyl)^-[{5-chloro-thlophen"^^^^ 
30 piperazin-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-443-(3.4-dihydroxy-phenyl)-(E)-acryloylH^ 
methoxynnethyl-piperazin-2-one, 

4-[3-(6-Amino-pyridin.3-yl).propionyl]-1-(4-amino<iuinazolin.7"ylmethyl)^^^ 
piperazin-2-one, 
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443-(6-Amino-pyridin-3-yl)-propionyl]-1*{4-amino-quina2olin-7-ylmethyI)-3^^ 
2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(4-chloro-thiophen-2-yl)-acryloyl]-3-(S)-h^ 
piperazin-2-one, 

5 N-(5-{344-(4-Amino-quinazolin-7-ylmethyl)-2-(S)-butyl-3-oxo-piperazin-1-yl]-3"OXo- 
methyl-pyridin-2-yl)-acetamide. 

N-(5-{3-[4-(4-Amino-quina2olin-7-ylmethyI)-2-(S)-butyl-3-oxo-piperazin-1-yll-3HDXo-prop 
pyridin-2-yl)-acetamide, 

443-(6-Amino-2-methyl-pyridin-3"yl)-acryloyl]-1-(4-amino-quina2olin-7-ylmethyl)-3-^ 
10 pipe razin-2-one 

1-[4-(4-Aminoquina20line-7-ylmethyl)-3-oxo-pipera2in-1-yl]-3-(5-chloro-thio 
1,3,dione. 

4-[3-(3-Amino-4-chloro-phenyl)-acryloyl]-1-(4-amino<iuinazolin-7-ylmethyI)-(3^ 
methoxymethyl-piperazin-2-one. 
15 4-t3-(3-Amino-5-chloro-phenyI)-acryloyl]-1-(4-amino-quinazolin-7-yImethylH3S)- 
methoxymethyl-pipera2in-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chIoro4hiophen-3-yloxy)-acetyl]-(R)-6- 
propyl-piperazin-2-one, 

1-{4-Amlno<juinazolin-7-ylmethyl)-4-[(4K:hloro-thiophen-2-yIoxy)-acetyl]-(R)^ 
20 propyl-piperazin-2-one, 

1- (4-Amino-Kiuinazolin-7-ylmethyl)-4-[(4-chloro-benzenesulfinyl)-acetyl] 

2- one. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(4-hydroxy-phenoxy)-acetyI]-(3S)-methoxymeth 
piperazin-2-one. 

25 1-(4-Amino-quina20lin-7-ylmethyl)-4-[(4-chloro-phenylsulfanyl)-acetyl]^ 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(3-chloro-benzenesulfinyl)-acetyl]-(3S)-methox 
pipera2in-2-one, 

1-(4-Amlno-quina2olin-7-ylmethyl)-4-[3-(3-hydroxy-phenyl)-(E)-acryloyl]-3-(S)-^ 
piperazln-2-one 

30 1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(4-hydroxy-phenyl)-(E)-acryIoyl]-3-(S)-methoxy 
pipera2in-2-one, 

1-(4-Amino-quinazoIin-7-yimethyl)-4-[(4-chloro-thiophen"2-yIoxy)-acety^^ 
piperazin-2-one, 

1-{4-Amino-quinazolin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl)-acryloyl]-3-(S)-hy^ 
35 piperazin-2-one, 
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1-(4-Amino<|uina2olin-7-ylmethyl)-4-I(5-chloro-thiophen-2-yloxy)-acetyl]-3,^ 
methoxymethyl-piperazin-2-one, 

(R)-1-(4-AminoKiuinazolin-7-yimethyl)-4-[(5-chloro-thiophen-2-yloxy)-ace 
piperazin-2-one, 

4-[(6-Amino-pyrimidin-4-yloxy)-acetylJ-1-(4-amino-quina2olin-7-ylmethyl)-3(S)^ 
piperazin-2-one, 

1-(4-Amino-quina2olin-7-ylmethyl)-4-[(3-<:hloro-benzenesulfonyl)-acetyl]-pipera2^ 

1 -[4-(4-Amino-quinazolin-7-yImethyl)-3-oxo-piperazin-1 -yl]-3-(4-chloro-phenyl)-propane-1 ,3- 

dione 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(3-chloro-phenylsulfanyl)-acetyI]-plpera^ 

4-[3-(6-Amino-2-methyl-pyridin-3-yl)-acryloyl]-1-(4-amino-quinaz^ 

piperazin-2-one, 

1-(4-AminoKiuinazoIin-7-ylmethyl)-4-[3-(3-chloro-phenyl)-3-hydroxy-acryloyy^ 

1- (4-Amino-quinazolin-7-ylmethyl)-4-[3-(4-dimethylamino-phenyI)-ac^^ 
piperazin-2-one, 

3- (S)-6-(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-^^ 
hydroxyrnethyl-3-methoxymethyl-piperazin-2-one, 

4- [3-(6-Amino-pyridin-3-yl)-acryloyl]-1-(4-amino-quinazoIin-7-ylmet^^ 

2- one, 

4-[3-(2-Amino-pyrimidin-5-yl)-acryloyl]Tl-{4-amino-quinazoIin-7"yImethyO^^ 
2-one, 

1-(4-AminoHquinazolin-7-ylmethyI)-4-I3-(3-hydroxy-phenyl)-acryloyl]-(3S)-propyl-pipe 
one, 

4-I3-(3-Anriino-phenyI)-acryloyl]-1-(4-amino<|uinazolin-7-ylniethyl)-(3S)-metho 
piperazin-2-one, 

4-[3-(4-Anriino-3-chloro-phenyI)-acryloyl]-1-(4-aniino<iuinazoIin-7-ylme^^ 
methoxymethyl-piperazin^2-one, 

1-(4-Amino-qu5nazolin-7-ylmethyl)-4-[{6-chloro-pyrazin-2-yloxy)-acetyl]-(S)- 
piperazin-2-one., 

1- (4-Amino-quinazolin-7-ylmethyl)-4-[{6-chloro-pyra2in-2-yloxy)-acetyI]-^ 

2- one, 

1-(4-Amino-qu!nazolin-7-ylmethyI)-4-[3^(5-chloro-thiophen-2-yl)-acryloyl]-3{S)-"i^ 
pipera2in-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[(5-chloro-thiophen-2-yloxy)-acetyl]-3(S)-isobu^ 
piperazin-2-one, 
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1- (4-Amino-quinazolin-7-ylmethyl)-4-[(2-amino4hiazol-4-yl)-acetyl]-(S)-3-propyl-pip 
one, 

(+/0-1-{4-Amino-quina2olin-7-ylmethyl)-4-[(5-chIoro-thiophen-2-yIoxy)-^ 

2- carboxylic acid ethyl ester, 

5 4-[3-(4-Amino-phenyl)-acryloyl]-1-(4-amino-quinazolin-7-ylmethyl)-(3S)-propyl-piperaz^ 
1-{4-Amino-quina2olin-7-ylmethyl)-4-I(3,4-dichloro-thiophen-2-yloxy)-acetyl]-(S)-3 
pipera2in-2-one, 

1-{4-Amino-quina2oIin-7-ylmethyl)-44(3,4-dichloro-thiophen-2-yloxy)-acetyl]-(S)-3- 
methoxymethyl-pipera2in-2-one. 
10 4-[3-(6-Amino-pyridin-3-yl)-acryloyl]-1-(4-amino-quinazolin-7-ylmeth 
piperazin-2-one. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(4-chloro-thiophen-2ryl)-aciyloylJ-3(S)-^^^ 
ethyl)-piperazin-2-one, 

1-(4-AminoK:iuinazoIin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl)-acryloyl]-3(S)-(2-m 
15 ethyl)-piperazin-2-one, 

4-(4-Amino-quinazolin-7-ylmethyl)-(S)-5-methyl-3-oxo-(S)-2-propyl-piperazine-1-carboxyli^ acid 
(4-chloro-phenyl)-amide, 

4-(4-Amino-quinazolin-7-ylmethyl)-(S)-5-methyl-3-oxo-(S)-2-propyl-piperazine-1-carboxyrrc acid 
{5-chloro-thiophen-2-yl)amide, 
20 4-(4-Amino-quinazolin-7-ylmethyl)-2(S)-isobutyl-3-oxo-piperazine-1 -carboxylic acid {4-chloro- 
phenyl)-amide, 

4-(4-AminoKiuinazolin-7-ylmethyl)-2-(S)-hydroxymethyI-3-oxo-piperazine-1-carboxyIic acid (4- 
chloro-phenyl)-amide, 

(2S)-4-(4-Amino-quinazolin-7-ylmethyl)-3-oxo-2-propyl-piperazine-1 -carboxylic acid (5-bromo- 
25 thiazol-2-y[)-amide, 

{2S)-4-(4-Amino-quinazolin-7-ylmethyl)-2-rnethoxynriethyl-3-oxo-piperazine-1-carboxylic acid 
(5-chloro-thiazol-2-yI)-amide. 

(2S)-4-(4-Amino-quinazolin-7-yImethyl)-3-oxo-2-propyl-piperazine-1 -carboxylic acid (5-chloro- 
thiazol-2-yl)-amide. 

30 4-(4-Amino-quinazolin-7-ylmethyl)-(2S)-methoxymethyl-3-oxo-piperazine-1 -carboxylic acid (4- 
hydroxy-phenyl)-amide, 

4-(4-Amino-quinazolin-7-ylmethyl)-2-(S)-methylcarbamoyImethyl-3-oxo-piperazine-1-carboxylic 
acid (4-chloro-phenyl)-amide, 

4-(4-Amino-quiriazolin-7-ylmethyl)-2--(S)-carbamoylmethyl-3-oxo-piperazine-1-carboxylic acid 
35 (4-chloro-phenyl)-amide, 
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(4aRS.8aRS)-4-(4-AminoHiuina20Iin-7-ylmethyl)-3-oxo-octahydro-qujnoxaline-1-carboxylic acid 
(4-chloro-phenyl)-amide, 

4-(4-Amino-quinazoIin-7-ylmethyl)-2(S)-(2-methylsulfanyl-ethyl)-3K>xoi5iperazine-1-carboxylto 
acid (4-chloro-phenyl)-amide. 

4-(4-Amino-quina2olin-7-ylmethy!).(2S^methoxymethyl-3Hoxo-pipera2ine-1-carboxylicacid(5- 
chloro-furan-2-yl)-amide, 

(2S)-4-(4-Amino-quinazolin-7-ylmethyl)-2-methoxymethyl-3-oxo-pipera2ine-1-carboxylic acid 
(5-bromo-thia2ol-2-yl)-annide, 

N.[4-(4-Amino-quinazolin-7-ylrnethyl)-3-oxo-(S).2-propyl-pipera2ine-1-carbonyl]-4-chloro- 
benzenesulfonamide, 

1-(S)-4-(4-Amino-quinoIin-7-yimethyl)-3-oxo-2-propyl-piperazine-1-carboxylic acid (4-chloro- 
phenyl)-amide, 

1-(S)-(4-Amino-qulnolin-7-ylmethyl)-4-t3-(5-chloro-thiophen-2-yl)-aiiyl]-3-propyl-piperaa 
one, 

1- (S)-(4-Amino-quinolin-7-ylmetliyl)-4-[3-(5-chloro-thiophen-2-yl)-allylJ-4HDxy-3^^^ 

2- one, 

1-(S)-4-(4-Amino-quinolin-7-ylmethyl)-2-methoxymethyl-3K)xo-2-pipera2ine-1-cart3oxyiicacid 
(4-chloro-phenyl)-amide. 

(S)-4-{4-Aminoquinolin-7-ylmethyI)-2-methoxylfnetliyl-3-oxo-2-piperazine-1-carbo)(yliG acid (5- 
chlorothiophen-2-yi)-amide, 

1-(S)-4-(4-Amino-quinolin-7-ylmethyl)-2-methyl-3-oxo-2-piperazine-1-carboxyIic acid 
phenylamide, 

1-(S)-4-(4-Amino-quinolin-7-ylmethyl)-2-methyl-3-oxo-2.plpera2ine-1-carboxyIic acid (4-chloro. 
plienyl)-amide, 

1 -(S)-4-(4-AminoHrfnnolin-7-ylmethyl)-2-methyl-3-oxo-piperazine-1-carboxylic acid (4-chloro- 
phenyl)-amide, 

1-(S)-(4-Amino-cinnolin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl).acryloyl]-3-methyl-pipera2in-2- 
one. 

1-(4-Amino-cinnolin-7.yImethyl)-4-[3-(5-chloro-thiophen-2-yl)-aIlyl]-3-methyl-piperazin-2-one. 
4-I2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]-6-oxo-1 -(1 H-pyrroIo[3.2-c3pyridin-2-ylmethyl)- 
piperazine-2-(+)-carboxyiic acid methyl ester, 

4-l2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]^xo-1.(1 H-pyrrolo[3.2-c]pyridin-2-ylmethyl)- 
piperazine-2-(-)-carbcxylic acid methyl ester, 

4-(6-Chloro-benzotb]thiophene-2-sulfonyl)-6-oxo-1 -(1 H-pyrrolo[3.2-c]pyridin-2-ylmethy!)- 
piperazine-2-(+)-carboxylic acid amide, 
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4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-6-oxo-1-(1H-pyrrolo[3,2-c]pyridin-2-ylm 

pipera2ine-2- 

(-)-carboxylic acid amide, 

4-[2-(5-Chloro4hiophen-2-yl)-ethenesulfonyl]-6-methoxymethyl-1-(1H-py^^ 
5 ylmethyl)-pipera2in-2-one, 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-6-methoxymethyl-1"(1K-pyrro 
ylmethyl)-pipera2in-2-one, 

4-[2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]-6-hydroxymethyl-1 -(1 -methyH H-pyrrolo[3.2- 
c]pyridin-2-ylmethyl)-pipera2in-2-one, 
10 4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-6-hydroxymethyl-1-(1-methyl-1H-pyTO^ 
c]pyridin-2-ylmethyl)-pipera2in-2-one, 

4-(5-Chloro-1HHndo;e-2-sulfonyl)^1-(1H-pyrrolo[3.2-c]pyridin-2-ylmethyl)rpipera^^ 
4-{5-Chloro-1 H-indole-2-sulfonyl)-6-methoxymethyl-1 -(1 H-pyrroIo[3,2-c]pyridin-2-ylmethyl)- 
piperazin-2-one, 

15 4-{7-Methoxy-naphthalene-2-sulfonyl)-1-(1H-pyrrolo[3,2K:]pyridin-2-ylmethyl)^^^ 

4-(Benzo[b]thiophene-2-sulfonyl)-1-{1H-pyrroIo[3,2-c]pyridin-2-ylmethyl)-piperazin-^^ 
4-I4-(5-Chloro-thiophen-2-yl)-benzyl]-1-(1H-pyiTolo[3.2-c]pyridin-2-ylmethyl)-pi 
4-t3-(5-Chloro-thiophen-2-yl)-ben2yl]-3-{S)-propyl-1-(1H-pyrroloI3,2-c]pyridin-2-^^ 
piperazin-2-one. 

20 4-I3-(5-Chloro-thiophen-2-yl)-benzyl]-1-(1H-pyrrolo[3,2-c]pyridin-2"ylmethyl)-pipera^ 
4-I5-(5-Chloro-thiophen-2-yl)-pyridin-2-ylmethyl]-1-(1H-pyrrolo[3.2-c]pyrW 
piperazin-2-one, 

4-[5-(5-Chloro-thiophen-2-yl)-pyridin-2-ylmethyl]-3-(S)-propyU1-(1H-pyrrolo[3,2-^^ 
ylmethyl)-pipera2in-2-one, 

25 445-(5-ChIoro4hiophen-2-yl)-pyridin-2-ylmethyl]-6-methoxymethyl-1-(1H-pyrro 
2-ylmethyl)-piperazin-2-one, 

4-[2-{4-Chloro-phenyl)-1 H-indol-3-ylmethyl]-3-(S)-propyl-1 -(1 H-py rTolo[3,2-c] 
piperazin-'2-one. 

4-[6-(5-Chloro-thiophen-2-yl)-pyridin-2-ylmethyl]-6-methoxymethyl-1-(1H 
. 30 2-ylmethyl)-piperazin-2-one, 

4-[4-(5-Chloro-thiophen-2-yl)-benzyl]-6-methoxymethyl-1-(1H-pyrrolo[3,2-c]pyri 
pipera2in-2-one. 

4-[6-(5-Ch!oro-thiophen-2-yl)-pyridin-2-ylmethyl]-1-(1H-pyrrolo[3,2-c]pyridin-2-ylm 
piperazin-2-one, 
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4-(5-Chloro-[2,31brthiophenyl-5"-ylmethyl)-1-(1H-pyrrolol3,2<:]pyridin-^^^ 
one, 

4-(5*-Chloro-[2.2lbithiophenyl-5-ylmethyi)-6-methoxymethyl-1-(1H-pyrrob 
ylmethyl)*piperazm-2-one, 
5 4-I2,2']Bithiophenyl-5-ylmethyl-6-methoxymethyl-1-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)- 
pipera2in-2-one, 

4-(5-Chloro42,3lbithiophenyl-5'-ylmethyl)-3-(S)-propyk1-(1H-pyrrolo[3,2KJ]pyri^ 
piperazin-2-one, 

4-I6-(5-Chloro-thiophen-2-yi)-pyiidin-2-ylmethylh3-(S)-propyl-1-(1H-py^^ 
10 ylmethyl)-piperazin-2-one, 

443-(5-Chloro-thiophen-2-yl)-4-fluoro-benzyl]-1-(1H-pyrrolo[3,2-clpyri 
2-one, 

4-[5-(3-Chloro-phenyl)-furarv2-ylmethyl]-1-(1H-pyrrolo[3,2-c]pyridin-2-^ 
one, 

15 4-[4-(5-Chloro-thiophen-2-yl)-benzyl]-1-(1H-pyn-olo[3,2-c]pyridin-2-ylm 

4-I3-(5-ChIoro-thtophen-2-yl)-4-fluoro-ben2yl]-3-(S)-propyl-1-(1H-pyrroloI3,2-K:]pyrid 
ylmethyl)-piperazin-2-one, 

4-[4-(5-Chloro4hiophen-2-yl)-benzyl^3-{S)-propyl-1-(1H-pyn"olo[3.2-^^ 
piperazin-2-one, 

20 4-[5-(3-ChIoro-phenyI)-furan-2-ylmethyl]-3-{S)-propyl-1-{1H-pyrrolo[3,2«c]^^^ 
piperazin-2-one, 

4-[3-(5-Chloro4hiophen-2-yl)-a!lyl]-3-(S)-propyl-1-(1H-pyiTolo[3,2-c]py 
pipera2in-2-one, 

4-{5-Chloro-1H-indol-2-ylmethyl)-3-(S)-propyI-1-(1H-pyrrolo[3.2-c]pyridin-2-ylmeth 
25 2-one. 

4-{5'-Chloro-[2,2']bithiophenyl-5-ylmethyl)-3-(S)-propyl-1-{1H-pyrrolot3 
pjperazin-2-one, 

4-[4-(5-Chloro-thiophen-2-yI)-benzyl]-3-(S)-methoxymethyl-1-{1 H-pyrrolo[3,2-c]pyridin-2- 
ylmethyI)-piperazin-2-one, 
30 4-[5-(5-ChIoro-thiophen-2-yl)-pyridin-2-ylmethyl]-3-(S)-methoxymethyl-^ H-pyrrolo[3.2- 
c]pyridm-2-ylmethyl)-pipera2in-2"One, 

1-(4-Anriino-2-niethyl<[uina2olin-7-ylmethyl)-4-[(5-chloro^hiophen-2-yloxy)-acety 
piperazin-2-one, 

7-{4-[3-(5-Chloro-thiophen-2-yl)-acryloyl]-2-oxo-(S)-3-propyl-piperazin-1 -ylmethyl}-3H- 
35 quinazorm-4-one. 
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7-{4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-2-oxo-(S)-3"propyl-piperazin-1-ylmethy 
quinazolin-4-one. 

1- {4-AminoH:iuinazolin-7-ylmethyl)-4-[3-(4-chloro-thiophen-2-yI)-acryloyl>^ 
propyl-piperazin-2-one 

5 4-[3-(5-Chloro-thiophen-2-yl)-allyl]-(S)-3-ethyl-1-(4-hydroxy-quinoIin-7-ylmeth^ 
one, 

7-{4-[3-(5-Chloro-thiophen-2-yl)-allyl]-3-(S)-methoxymethyl-2-oxo-piperazin 
isoquinolin-1-one, 

7-[4-(7-ChIoro-isoquinolin-3-ylmethyl)-3-(S)-methoxymethyl-2-oxo-piperazin-1-ylmem 
10 isoquinolin-1-one. 

4-(5-Chloro-1 H-indol"2-ylmethyl)-1 -[4-(6-oxo-1 .6-dihydro-pyriclin-3-yl)-benzyl]-3-(S)-propyl- 
piperazin-2-one. 

4-(5-Chloro-1 H-indol-2-ylnriethyl)-3-(S)-methyH -[4-(6-oxo-1 .6-dihydro-pyridin-3-yl)"benzyl]- 
piperazin-2-one. 

15 6-{4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-2-oxo-piperazin-1-ylm^^^ 
methyl-3H-quinazolin-4-one. 

644-[(5-Chloro4hiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-2-oxo-pipera2in-1-ylmeth 
quinazolin-4-one, 

4-(7-ChloroHsoquinolin-3-ylmethyl)-3-{S)-methyl-1-[4-(6-oxo-1.6-dihydro-pyridin^^^ 
20 piperazin-2-one. 

4-(7-Chloro-isoquinolin-3-ylmethyl)-1-[4-(6-oxo-1.6-dihydro-pyridin-3-yI)-benzyQ^^^ 
one, 

4-(7-Chloro-isoquinolin-3-ylmethyl)-1-[4-(6-methoxy-pyridin"3-yl)-benzyl]-3-(S)-nriethyl- 
piperazin-2-one, 

25 4-(7-Chloro-isoquinolin-3-ylmethyl)-1-[4-(6-oxo-1,6«dihydro-pyridin-3-yl)-benzyl]-3-(S 
piperazin-2-one, 

4-(7-Chloro-isoquino!in-3-ylmethyl)-1-[4-(6-methoxy-pyridin-3-yl)-benzyl]-pipera2in-2-one 
4-(7-ChIoro-isoquinolin-3-ylmethyl)-1-[4-(6-methoxy-pyridin-3-yl)-ben2yl]-3-(S)-propyl-pipera^^ 

2- one. 

30 4-(7-Chloro-isoquinolin-3-ylmethyl)-3-(S)-nriethoxymethyl-1-[4-(6-oxo-1,6-di 
benzyl]-pipera2in-2-one, 

4-[3-{6-Amino-pyridin-3-yl)-propionyl]-3-(S)-nfiethoxymethyl-1-[4-{6-oxo-1.6-dihy 
yl)-benzyI]-pipera2in-2-one, 

{S)-4-[(5-ChIoro-thiophen-2-yloxy)-acetyl]-6-methoxymethyl-1-[4-(6-methoxy-pyridin-^^ 
35 benzyl]-pipera2in-2-one, 
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4-I3-(5-Chloro-thiophen-2-y l)-acryloyl]-3(S)-isobutyM -I4-{6-oxo-1 , 6-dihydro-pyridin-3-yI)- 
benzyl]-piperazin-2-one, 

4-[(5-ChlorO"thiophen-2-yloxy)-acetylh1 -(S-imjclazoH -yl-benzyl)-3-(S)-methoxymethyl- 
piperazin-2-one, 

5 4-[(5-Chloro-thiophen-2-yloxy)-acetyl^3(S)-isobutyl-1-[4-{6-oxo-1.6-dihydro^ 
benzyl]-piperazin-2-one, 

4-[3-{6-Amino-pyridin-3-yl)-acryloyl]-3(S)-isobutyl-1-[4-(6-oxo-1,6-dihy^ 
piperazin-2-one, 

4-I3-(6-Amlno-pyridin-3-yl)-acryloyl]-1-[4-(6-oxo-1,6Hjihydro-pyridin-^^ 
10 piperazin-2-one, 

4-[(5-Chloro4hiophen-3-yloxy)-acetyl]-1 -[4-(6-oxo-1 ,6<Jihydro-pyridi 
piperazin-2-one. 

4-[(5-ChIoro4hiophen-2-yloxy)-acetyl]-1-[4-(6-oxo-1,6HiihydrcHpyridin-3-y^ 
piperazin-2-one, 

1 5 4-I3-(4-Chloro-thiophen-2-y l)-acryloyl]-1 -[4-(6-oxo-1 .6-dihydro-pyridin-3-yl)-benzyI]-3-(S)- 
propyl-piperazin-2-one. 

4-[3-(5<:hloro-thiophen-2-yl)-acryloyn-144-(6<)Xo-1.6<lihydro-pyridin-^^^ 
propyl-piperazin-2-one, 

4-[3-{4-Chloro-thiophen-2-yl)-acryloyl]-1 -[4-(6-methoxy-pyridin-3-yl)-benzyl]-3-(S)-propyl- 
20 piperazin-2*one, 

4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-144-(6-methoxy-pyridin-3-yO 
piperazin-2-one, 

4-[3-(5-Chloro-thiophen-2-yl)-acryloyl]-1-[4-(6-methoxy-pyridin-3-yl)-bera^ 
piperazin-2^one, 

25 4-[(5-Chloro4hiophen-3-yloxy)-acetyI]-1 -i4-{6-methoxy-pyridin-3-yl)-benz^ 
piperazin-2-one, 

2-I4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-2-oxo-piperazin-1 -ylmethyll-6,7-dihydro-5H- 
benzothiazol-4-one, 

2-I4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2<»xo-piperazin-1-ylmethy 
30 carboxylic acid methylamide, 

2-[4-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2<>xo-piperazin-1-ylmethylH^ 
carboxylic acid dlmethylamide, 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-(4-pyridin-4-yl-thiazbl-2-^^ 
hydrobromide. 
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2-[4-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-ylmethyl]-4,5,6J^^^^ 
ben2othia2ole-4-carboxylic acid amide, 

{2-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyI]-thiazol-4-yl^^^ 
acid methyl ester, 

5 2-[4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-2-oxc>-piperazin-1-ylmethyl]-thia2ole^^ 
acid ethyl este, 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-yImethyl]-4-methyl-thiazole-5- 
carboxylic acid methyl ester, 

1-(4-tert-ButyI-thia2ol-2-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-pipera2in-2-one, 
10 4-'(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-[4-(5-chloro-thiophen-2-yl)4hiazol-2-ylmethyl]- 
pipera2in-2-one. 

1- [4-(4-Bromo-phenyl)-thiazol-2-ylmethyl]--4-(6-chloro-ben2o[b}thiopherie-2-su!foriy!)-piper£^ 

2- one, 

1-[4-(3-Bromo-phenyl)-thiazol-2-ylmethyl]-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-piperazi 
15 2-one, 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-(4-methyl-thiazol-2-ylmethyl)-piperazin-2-one, 
4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-{4-pyridin-3-yl-thia2ol-2-ylmethyl)-piperazin-2-one, 
1-(5-Acetyl-4-methyl4hiazol-2-yImethyl)--4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-piper^^ 
one, 

20 3-{2-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-ylmethylHhia2oI-4-yl}-3- 
methyl-butyric acid ethyl ester, 

1-(4-Adamantan-1-yWhiazol-2-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-piperazi^ 
one, 

1- (4-Adamantan-1-yl-thiazal-2-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-pjperazi^^ 
25 one. 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-(4-phenyl-thiazol-2-ylmethyI)-pipera2jn-2-one, 

4-(6-ChIoro-benzo[blthiophene-2-sulfonyl)-1-[4-(4-hydroxy-phenyl)-thiazol-2-ylmethyl]- 

pipera2in-2-one, 

4-(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-1-[4-(4-hydroxy-phenyl)-thia2ol-2-ylmethyl]- 
30 pipera2in-2-one, 

4-(6-Ch!oro-ben2oIb]thiophene-2-sulfonyl)-1-(4,5.6,7-tetrahydro-benzothia2ol-2-ylmethyl)- 
pipera2in-2-one, 

2- [4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-thiazole-4-carboxylic 
acid dimethylamide. 
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2-[4-(6-ChlorcHbenzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyIH 
benzothiazole-4-carboxylic acid ethyl ester, 

2^2-[4-(6-Chloro-benzo[b]thiophene-2-suIfonyl)-2-oxo-piperazin-1-ylmethyl]-thiazol^^ 
benzoic acid, 

5 4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1 -[4-(2-hydro)cy-pheny l)4hiazol-2-ylmethy I]- 
piperazin-2H:)ne, 

4-(6-Chloix>-benzo[b]thlophene-2-sulfonyl).1.(4-pyridin-2-yl-thiazol-2-ylm 

2-{2-[4-{6-Chloro-ber\zo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl] 

benzamide, 

10 4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-1-(4,5,67-tetrahydro-thiazolo[5,^^^ 
ylmethyl)-piperazin-2-one 

4-(6^Chloro-benzo[b]thiophene-2-sulfonyl)-1-(5-methyl-4.5,67^etra 
2-yImethyl)-piperazin-2-one, 

4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-1-(4.5,67-tetrahydro-thiazolo[4,^^^ 
15 ylmethyl}-piperazin-2-one, 

4-(6-Chloro-benzo[b]thiophene-2-suIfonyI)-1-(5-methyl-4.5,67-tetrahydro4^ 
2-ylmethyl)-piperazin-2:'one, 

244-(6-Chloro-benzoIblthiophene-2-sulfonyl)-2H>x<>piperazin-1-ylmeth 
thiazolo[4,5-c]pyridin-6-one, 

20 (R)-2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyI-«-oxo-piperazi 
4,5,6,7-tetraliydro-benzothiazole-4-carboxylic acid amide, 
(R)-4-(6-Chlor(>benzo[b]thiophene-2-sulfonyl)-6-methoxymethyl-1-(4,5.6J-tet^^ 
benzothiazpl-2-ylmethyl)-piperazin-2-one, 

(R)-2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-piperazin 
25 thiazole-4-carboxylic acid etliyl ester^ 

(R)-2-[4-(6-Chl6ro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-piperazi 
4-methyl-tliiazo!e-5-carboxyllc acid dimethylamide, 

(R)-4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-6-methoxymethyl-1-(4-pyridin-3-yl-thiazo 
ylmethyl)-piperazin-2-one, 

30 (R)-342-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-piperazin^ 
ylmethyl]-thiazol-4-yl}-3-methyl-bLrtyric acid ethyl ester. 

(R)-2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-pipera 
thiazole-4-carboxy!ic acid, 

(R)-2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-piperazin-1-ylm 
35 thiazole-4-carboxylic acid dimethylamide, 
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(S)-2-{4-[(5-Chloro-thiophen-2'yIoxy)-acetyl]-(3S)-methoxymethyl-2<)XO-piperazin-1-ylm 
4,5.6,7-tetrahydro-ben2othiazole-4-carboxylic acid amide, 

{S)-2-{4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-(3S)-methoxymethyl-2-oxo-piperazin-1-ylm 
thia2ole-4-carboxylic acid ethyl ester. 
5 (S)-2-{4-[(5-Chloro4hiophen-2-yloxy)-acetyl]-3(S)-methoxymethyl-2-oxo-pipera2in-1-yl^ 
thiazole-4-carboxylic acid dimethylamide, 

{S)-(2-^4-[(5-Ghloro-thiophen-2-ylpxy)-acetyl]-3(S)-methoxymethyl-2-oxo-piperazin-1-yim 
thiazol-4-yt)-acetic acid methyl ester, 

(S)-4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-3(S)-methoxymethyM-(4.5,6,7-tetrahydro- 
10 benzothiazol-2-yimethyl)-piperazin-2-one, 

4-(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-1-(4-hydroxy-4,5,6.74etrahydro-beiT2othiazol-2^ 
y!methyl)-piperazin-2-one. 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-6,7-dihydro-5H- 
benzothiazol-4-one oxime, 
15 1-(4-Amino-benzothiazol-2-ylmethyl)r4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-piperazin-2- 
one, 

2-[4-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxc>pipera2in-1-ylmethyl]-5,6,7,8-tetrahydr^^ 
thiazolol4,5-c]azepin-4-one, 

2-[4-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-thia201e-4-carboxylic 
20 acid dimethylamide. 

4-(6-ChIoro-ben2o[b]thiophene-2-sulfonyl)-1-[4-(pyrrolidine-1-carbonyI)-thiazol-2-ylmethyl]- 
piperazin-2-one. 

4-(6-Ch!oro-benzo[b]thiophene-2-sulfonyl)-1-[4-(morpholine-4-carbonyl)-thiazol-2-ylmethyl]- 
piperazin-2-ohe, 

25 4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-[4-(piperazine-1-carbonyl)-thiazol-2-ylmethyl]- 
piperazin-2-one, 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethylHhiazole-4-carboxylic 
acid N\N -dimethyl-hydrazine, 

2-[4-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-y[methyl]-thiazole-4-carboxylic 
30 acid (2-hydroxy-ethyl)-methyl-amide. 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-[4-(3-hydroxy-pyrrolidine-1-carbonyl)-thiazol-2- 
ylmethyl]-piperazin-2-one, 

2-(4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-thiazole-4-carboxylic 
acid methoxy-methyl-amide, 
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2-[4-(6-Chloro-ben20[blthiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-^ 
acid isopropyl-methyl-amide, 

({2-[4-(6<)hloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-th^ 
carbonyl}-methyl-amino)-acetic acid ethyl ester. 

5 244«(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmeth^ 
carboxamide, 

2-[4«{6-ChIoro-ben2o[b]thiophene-2-sulfonyl)-2-oxo-pipei^in-1"ylmethyl]-th^ 
acid methylamide, 

2-[4-(6-Chloro-benzo[b)thlophene-2-suIfonyl)-2-K>xo-piperazin-1-ylmethyn 
10 acid isopropylamide, 

{2-[4-(6-Chloro-ben2o[b]thlophene-2-sulfonyl)-2-oxo-piperazin'.1-ylmethyl]-thi 
acid, ■ - ■ ■ 

2-{2-I4-(6-ChIoro-ben2o[b]thlophene-2-sulfonyl)-2-oxo-piperazin-1-ylmeth ^ 
acetamide. 

15 2^2-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-yl^ 
methyl-acetamide, 

2-{2-[4-(6-Chloro-ben20[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-ylmethyn^^^ 
isopropyl-acetamide, 

2-{2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxoHpipera2in-1 -ylmethyIHhia2ol-4-yl)-N,N- 
20 dimethyl-acetamide, 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-pipera2in-1-ylmethyl]-47Klihydro-5 
thia2olo[5,4-c]pyridin-6-one. 

4-(6-Chloro-benzo[b]lhiophene-2-sulfonyl)-1-piperidin-4"ylmethyl-piperazin-2--one, 
4-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyI)-2-oxo-piperazin-1 -ylmethyl].piperidine-1 - 
25 carboxylic acid amide, 

2-{4-[4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-2-oxo-pipera2in-1 -ylmethyl]-piperidin-1 -yl}- 
acetamide, 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1 -[1 -(2-chloro-pyrimidin-4-yl)-piperidin-4-yImethy I]- 
piperazin-2-one, 

30 4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1 -[1 -(2-dimethylamino-pyrimidin-4-yl)"piperidin-4- 
ylmethyl]-pipera2in-2-one, 

(RH-(5-chloro-1H-indole-2-sulfonyl)-1-[1-(2-dimethylamino-pyrimidi 
ylmethyl]-6-pipera2in-2-one. 

(R)-4-(6-chloro-1HMndole-2-sulfonyl)-1-[1-{2-dimethylamino-pyrimidin-4^^^^ 
35 ylmethyl]-6-pipera2in-2-one, 
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(R)-4-(6-chloro-1H-benzoimidazole-2-sulfonyl)-1.[1-(2-dimethylamino-pyrimi^ 
4-ylmethyl]-6-piperazin-2-one. 

(R)-4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-[1-(2-dimethylamino-pyri 
4-ylmethyl]-6-methyl-piperazin-2-one, 
5 (R)-4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-1-[1-{2-dimethylamino-pyrimidin-4 
4-ylmethyl]-6-methoxymethyl-piperazin-2-one. 

4-(6-Chloro-benzoIb]thiophene-2-suIfonyl)-1-[1-(2-dimethylamino-pyrimidin-4-yl)^^^ 
ylmethyl]-6-oxd-piperazine-2-carboxylic acid methyl ester. 
(R)-4-(5-chloro-1H-indole-2-sulfonyl)-141-(2-dimethylamino-pyrimidin-4-yl)^ 
10 ylmethyl]-6-methyI-piperazin-2-one, 

(R)-4-(5-chloro-1 H-indole-2-sulfonyl)-1 -[1 -(2-dimethylamino-pyrimidin-4-yl)-piperidin-4- 
yImethyl]-6-methoxymethyl-pipera2in-2-one, 

4-(5-chIoro-1H-indole-2-sulfonyl)-1-[1-(2-dimethylamino-pyrimidin-4-yl)-piperidin^^ 
oxo-piperazine-2-carboxylic acid methyl ester, 
15 (R)-4-(6-chloro-1HMndole-2-sulfonyl)-1-[1-(2-dimethylamino-pyrimidin-4-yl)-piperidin-4- 
ylmethyl]-6-methyl-piperazin-2-one. 

(R)-4-(6-chloro-1H-indole-2-sulfonyl)-1-[1-(2-dimethylamino-pyrimidin-4-yl)-piperidin-4- 
ylmethyl]-6-methoxymethyl-piperazin-2-one, 

4-(6-chloro-1H-indole-2-sulfonyl)-141-(2-dimethylamino-pyrimidin-4-yl)-piperidin-4-ylmethyQ^^ 
20 oxo-piperazine-2-carboxylic acid methyl ester, 

(R)-4-{6-chloro-1H-benzoimida2ole-2-sulfonyl)-1-[1-(2<limethylamino-pyrimidin--4-yl)-pip 
4-ylmethyl]-6-methyl-piperazin-2-one, 

(R)-4-(6-chloro-1H-benzoimidazole-2-sulfonyl)-1-I1-(2-dimethylamino-pyrimidin-4-yl)-piperid'm^ 
4-ylmethyl]-6-methoxymethyl-piperazin-2-one, 
25 4-(6-chloro-1H-benzoimidazole-2-sulfonyl)-1-[1-(2-dimethylamino-pyrimidin-4-yl)-piperidin-4- 
ylmethyl]-6-oxo-piperazine-2-carboxylic acid methyl ester, 

4-(6-Chloro-benzoIb]thiophene-2-'Sulfonyl)-1-{1-[2-(2-hydroxy-ethylamino)-pyrimidin-4^yl]- 
piperidin-4-ylmethyl}-piperazin-2-one, 

4-(6-ChIoro-benzo[b]thiophene-2"Sulfonyl)-1-{1-[2-(4-dimethylamino-butylamino)-pyrimidin-4-yl]- 
30 piperidin-4-ylmethyl}'-pipera2in-2-cne, 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-H1-[2-(3Mmidazol-1-yl-propylamino)-pyrimid'm 
piperidin-4-ylmethyl}-piperazin-2-one, 

4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-H1-[2-(3-morpholin-4-yl-propylamino)-pyrimidin-4- 
yl]-piperidin-4-ylmethyl}-p!perazin-2-one. 
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4.[(4-{4-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-2K>xo-piperazin-1-ylmethy^ 
pyrimidin-2-yl)-methyl-amino]-butyric acid, 

4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-H1-[2-(2<limethylamino-^^^ 
piperidin-4-ylmethyl}-piperazin-2-one. 
5 Example 1 270 4-(6-Chloro-benzo[b]thiophene.2-sulfonyl)-1-(1-{2-I2-(2-oxo-imid^^^ 
ethylamino]-pyrimidin-4-yI}-piperidin-4-yImethyl)-piperazin-2<»ne, 
4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-1-^1-[2-(2<limethylamino-ethyte 
yl]-piperidin-4-ylmethyI}-pipera2in-2-one, 

4-[4-(6-ChIoro-ben2o[b]thiophene-2-sulfonyl)-2-^xo-pipera2in-1-ylmethyl]-3.4,5,W^^^ 
10 2H-I1.2']bipyridinyl-5-carboxylicacid. 

4-(6-Chloro-benzoIb]thiophene-2-sulfGnyl)-1 -(1 -pyrimidin-2-yl-piperidin-4-ylmethyl)-pipera2in-2- 

one, . ■ S 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-(1-pyra2in-2-yl-piperidin-4^^ - 
one. 

15 4-(6-Chloro-benzoIblthiophene-2-sulfonyl)-1-(3.4,5,6-tetrahydro-2H-I1,2']bi 
pipera2in-2-one. 

4-[4-(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl> 
2H-[1 ,2']bipyridinyl-3*-carboxylic acid, 

4-(6-Chloro-benzo[blthiophene-2-sulfonyl)-1 -(6 -methoxy-3.4,5.6-tetrahydro-2H-[1 ,2']bipyridinyl- 
20 4-ylmethyl)-piperazin-2-one, 

4-(6-ChIoro-benzo[b]thiophene-sulfonyl)-1-(6-methoxy-3,4,5.64etrahydro-2H-I1^ 
ylmethyl)-pipera2in-2-one, 

0-Phenyl-1-cyano-344-I(chlorobenzo[b]thiophene-2-sulfonyI)-2-(keto)pipera2in 
yljniethylpiperdinyl} isourea, 

25 Preparation of N,N Dimethyl-2-{4-[6-(chlorobenzo[b]thiophene-2-sulfonyl)-2-(keto)pipera2i 
yl]nDethylpiperdin-1-yl]} cyanoformamidine, 

Preparation of N-Methyl-2-{4-[6-(chlorobenzoIb]thiophene-2-sulfonyl)-2-(keto)pipe^a2^n-1-- 
yI]methylpiperdin-1 -yl]} cyanoformamidine, 

Preparation of N-trans-[{4-(5-Chloro-thiophen-2-yloxy)-acetyl-2-keto-3-(S)-methoxymethyl}- 
30 piperazin-1-yl]methylcyclohexyl-cyanoguanidine, 

N-trans-[{4-(5-Chloro-thiophen-2-yloxy)-acetyl-2-keto-3-(S)-methoxymethyl}-piperazin-1- 
yl]methylcyclohexyl-N',N'-dimethyl-cyanoguanidine, 

N-trans-[{4-(5-Chloro-thiophen-2-yloxy)-acetyl-2-keto-3-(S)-methoxymethyI}-pipera2in-^ 
yl]methylcyclohexykN'-methyi-cyanoguanidine 
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N-trans-[{4-(5-Chloro-thiophen-2-yloxy)-acetyI-2-keto-3-(S)-methoxymethyl}-pip 
yl]methylcyclohexyl-N-(2-hydroxyethyl)-N'-methyl-cyanoguanidine. 

Preparation of 4-[(5-Chlorothiophen-2-yloxy)-acetyl]-3-(S)-nnethQxymethyl-1-cis-(4-morpholin-4- 
yl-cyclohexylmethyl)-pipera2in-2-one, 

5 and 4-[(5-Chlorothiophen-2-yloxy)-acetyl]-3-{S)-methoxymethyl-1-trans-(4-morpholin-4-yl- 
cyclohexylmethyl)-piperazin-2-one, 

4-I(5-Chloro4hiophen-2-yloxy)-acetyl]-1-trans-{4-[(2-hydroxy"ethyl)-niethyl-1-ami 

cyclohexylmethyl)-3-(S)-methoxymethyl-piperazin-2-one. 

4-I(5-Chloro-thiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-1-ciS"{4-[2-(R,S 
10 pyrrolidin-2-yl)-ethylamino]-cyclohexylmethyl}-piperazine-2-one. 

4-[(5-Chloro-thiophen-2-yloxy)-acetyI]-3-(S)-methoxymethyl-1-trans44-[2-(R.S)-( 

pyrrolidin~2-y!)-ethylamino]-cyclohexylmethyl}-piperazine-2-one. 

4-[(5-Chloro4hiophen-2-yloxy)-acetyi]-3-{S)-methoxymethyl-1-cis-I4-(2-pyridin-2-yl-e^ 

cyclohexylmethyl]-pipera2in-2-one, 
15 4-[(5-Chloro-thiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-1-trans-[4-{2-pyridin-2-yl- 

ethylamino)-cyclohexylmethyl]-pipera2in-2-one, 

4-[(5-Chloro4hiophen-2-yloxy)-acetyl]-1-ds-[4-(2-dimethylamin6-ethylamino)-^ 

3- (S)-methoxymethyl-piperazin-2-one. 

44(5-Chloro-thiophen-2-yloxy)-acetyl]-14rans-I4-(2-dirnethylamino-ethylamino)- 
20 cyclohexylmethyl]-3-{S)-methoxymethyl-piperazin-2-one, 

4- (4-cis-{4-t(5-Chloro-thiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-2-oxo-pipera2in-1- 
ylmethyl}-piperazine-1-carboxylic acid ethyl ester, 

4-(44rans44-I(5-Chloro-thiophen-2-yloxy)-acetyl]-3-(S)-methoxyrnethyl-2-oxo-pipera2^ 
ylmethyI}-piperazine-1-carboxylic acid ethyl ester, 
25 4-I(5-Chloro-thiophen-2-yloxy)-acetyl]-1-cis-(I4-(4"hydroxy-piperidin-1-yl)-cyclohexyirnethyl]-3- 
(S)-methoxymethyl-piperazin-2-one, 

4-[(5-Chloro4hiophen-2-yIoxy)-acetyl]-1-trans-([4-(4-hydroxy-piperidin-1-yl)-cyclohexylmethyl]^ 

3- (S)-methoxymethyl-pjperazin-2-one, 

1-cis-(4-Azepan-1-yl-cyclohexylmethyl)-4-[(5-chloro-thiophen-2-yloxy)-acetyl]-3-(S)- 
30 methoxymethyl-pipera2in-2-one, 

1 4rans-(4-A2epan- 1 -y l-cy clohexylmethy l)-4-[(5-chloro-thiophen-2"y loxy)-acetyl]-3"(S)- 
methoxymethyl-piperazin-2-one, 

4- [(5-chloro4hiophen-2-yloxy)-acetyl]-3-(S)-methoxymethyl-1-cis-{4-[(pyridin--2-yIrnethyl)- 
amino]-cyclohexylmethyl}-piperazin-2-one. 
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4-[(5-chloro-thiophen-2-yloxy)-acetyI]-3-(S)-methoxymethyl-1-trans-{4-[(pyridin-2-ylmethyl)- 
amino]-cyclohexylmethyl}-piperazin-2-one, 

4-[(5-chloro-thiophen-2-yIoxy)-acetyl]-3-(S)-methoxymethyl-1-cis-(4-phenylamlno- 
cycl6hexylmethyl)-piperazin-2-one, 

4-[(5-chloro-thlophen-2-yloxy)-acetyI]-3-(S)-methoxymethyl-1-trans-(4-phenylamino- 
cyclohexylmethyi)-piperazin-2-one, 

4-[(5-Chloro-thiophen-2-yloxy^acetyl]-1-ds4442-(24iydroxy-ethoxy)-ethylamino]- 
cyclohexylmethyl}-3-(S)-methoxymethyl-plperazln-2-one. 

4-t(5-Chloro-thiophen-2-yloxy)-acetyl]-1-trans-{4-[2-(2-hydroxy-ethoxy)-€thylamino]- 
cyclohexylmethyl}-3-(S)-methoxymethyl-piperazin-2-one. 

4-[(5-Chlorothiophen-2-yloxy)-a(^tyl]-H(2-{IN,N-dimethylaminoethyl]-aminohpyrimidin-^^^^ 
methyl]-3-(S)-methoxymethyl-plperazine-2-one, 

1-(4-AminoKiuinazolin-7-ylmethyI)-4-[3-(4K:hloro-phenyl)-aIIyI]-pipera2ine-2.3-dion 

1-(4-Amino-quina2oIin-7-ylmethyl)-4-(6Krfiloro-ben2o[b]thlophen-2-yl-methyl)-pipera^^ 
dione. 

1-(4-Amino-quinolin-7-ylmethyl)-4-[3-(4-chIoro-phenyl)-allyll-piperazine-2.3-dione. 

1-(4-Aminp-quina2olin-7-ylmethyl)-4-(5'KrfnIoro-[2,2lbithiophenyl-5-ylmethyO-piperazln 
dione, 

1-(3-carbamimidoyI-benzylH-(4-carbamimidoyl-ben2yl)-2,3 dioxopiperizine. 
Bis-1.4-(3-carbaminnidoyl-ben2yl)-2,3-dioxopiperi2ine, 

1-(4-AminoHiuina2olin-7-ylmethyl)-4-[3-(3-chloroi3henyl)-allyl]-piperazine-2,3-dio 

1-(4-Arnino-quinazolin-7-ylnriethyl)-4-[3-(5-chloro-thiophen-2-yl)-allyq-pipera2ine-2,3-dione. 

1-(4-Anriino-quinolin-7-ylmethyI)-4-(6-chloro-benzotb]thiophen-2-yI-methyl)-pipera2ine-2 
dione, 

1-(4-Aniino-quinoIin-7-yIniethyl)-4-(5'-chloro-[2.2*Jbithiophenyl-5-yImethyi)-pipera2ine-2,3-dione. 
1-(4-AnriinoKjuinolin-7-ylmethyl)-443-(5-chloro-thlophen-2-yl)-allyl]-pipera2ine-2,3-dione. 
1-[3-(3-chloro-phenyl)-allyl]-4-(1 H-pyn-oloI3.2-cipyridin-2-ylmethyl)-piperazine-2,3-dione. 
1-(3-(4-chioro-phenyl)-allyll-4-(1 H-pyn-olo[3,2-c]pyridin-2-ylmethyl)-pipera2ine-2,3-dione, 
1-[3-(5-chloro-thiophen-2-yl)-aliyl]-4-(1H-pyrrolo[3.2-c]pyridin-2-ylmethyl)-piperazine-2.3^ione. 

1-(6-chIoro-benzo[b]thiophen-2-yl-methyl)-4-(1H-pyrrolo[3.2-c]pyridln-2-ylmethyl)-pipera2ine- 
2,3-dione, 

1 -(5'-chloro-t2,2lbithiophenyl-5-ylmethyl)-4-(1 H-pyiToIo[3.2.c]pyridin-2-ylmethyI)-piperazine- 
2,3-dione, 

1-[3-(5-chloro-thiophen-2-yl)-ailyl]-4-(1H-pyrrolo[2.3-c]pyridin-2-ylmethyl)-piperazine-2.3-dlone. 
1-[3-(5-chloro-thiophen-2-yl)-aIlyll-4-(thieno[3.2-b]pyridin-2-ylmethyl)-pipera2ine-2.3-dione. 
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1-[3-(5-chloro4hiophen-2-yI)-alIyl]-4-(4-pyridin-2-yl-benzylj-piperazine-2.3-d 
1 43-(5-chloro-thiophen-2-yl)-ally IH-I'^C 1 -hydroxy-pyridin-2-yI)-benzy l]-pipera2ine-^ 
1-[3-(5-chlorcHthiophen-2-yl)-allyl]-4-(4-pyridin-4-yl-benzyl)-pipera2ine-2.3-dion 
1 -[3-(5-chloro4hiophen-2-y l)-allyl]-4-[4-( 1 -hydroxy-py ridin-4-yl)-ben2y l]-pipera^^ 
5 1-[3-(5-chloro-thiophen-2-yl)-allyl]-4-[4-(6-methoxy-pyridin-3-yl)-benzyl]-pipera^^ 
1-[3-(5-chloro4hiophen-2-yl)-allyl]-4-[4-(6-oxo-1,6Hdihydro-pyridin-3-yl)-bera^ 
dione, 

1-[3-(5-chloro-thiophen-2-yl)-allyl]-4-[4-(2-dimethylamino-pyrimidin-4-yl)-b^ 
dione, 

10 1-[3-{5-chloro4hiophen-2-yl)-allyl]-4-(4-{2-I(2-dimethylamino-ethyl)-methyl-am 
yl}-benzyl)-piperazine-2.3-dione. 

1-[3-(5-chioro-thiophen-2-yl)-allylH-[4-(2-dimethylamino-pyrimidin-4-yl)-^^ 
piperazine-2,3-dione. 

1-[3-{5-chloro-thiophen-2-yl)-allyl]-4-(4^2-[(2-dimethylamino-ethyl)-methy 
is yl}-cyclohexylmethyl)-piperazine-2.3-dione, 

1-(4-Amino-quma2olin-7-ylmethyl)-4-[3-{5-chloro4hiophen-2-yl)-allyl]-5-m 
dione. 

1-(4-Amino-<iuinazoIin-7-ylmethyl)-4-[3-(5K:hloro-thiophen-2-yl)-allyl]-5-ethyl-^^^ 
dione, 

20 1-(4-Amino<iuinazolin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl)-allyl]-5-pro^^ 
dione, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(5K:hlorQ-thiophen-2-yl)-allyl]-5-butyl-pip 
dione, 

1-{4-Amino<iuinazolin-7-ylmethyl)-4-I3-(5"Chloro4hiophen-2-yl)-allyl]-5-isopropyl-pipe 
25 2,3-dione. 

1-(4-Amino<juinazolin-7-ylmethyl)-4-[3-(5-chIoro-thiophen-2-yl)-allyl]-5-isobutyl-pi 
dione, 

1-(4-AminoH:iuinazolin-7-ylmethyl)-443-(5-chloro-thiophen-2-yl)-allyl]-5-methoxynrie^ 
piperazine-2,3-dione, 
30 4-(4-Amino-quina2oiin-7-ylmethyl)-1-[3-{5-chloro-thiophen-2-yl)-aIlyl^^ 
carboxylic acid, 

4-(4-Amino-quinazolin-7-ylmethyl)-1-[3-(5-chloro4hiophen-2-yl)-allyl]-5,6<Jioxopiperaz^ 
carboxylic acid methyl ester, 

4-(4-Amino-quinazolin-7-ylniethyl)-1-[3-(5-chloro-thiophen-2-yl)-allyl]-5,6-d 
35 carboxylic acid amide or 
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4-(4-Amino-quinazolin-7-ylmethyl)-143-(5-chloro-thiophen-2-yl)-allyl]«5,6-di 
carboxylic acid methyl amide 

or a pharmaceutically acceptable salt thereof, phamiaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 

20. A compound according to claim 1 selected from the group consisting of 

(S).1-(4-Anriino-quinazolin-7-ylmethyl)-^-(6-chloro-ben2o[b]thiophene-2-sulfonyl)^^ 
methoxymethyl-pipera2in-2-one, 

(+/-)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-5-^ 
piperazine-2-carboxylic acid (2-pyn-olidin-1-yl-ethyl)-amide, 

(R)-1-(4-Amino-quina2oIin-7-yImethyl)-4-(6-chloro-1H-ben2olmidazole-2-sulfonyl)-6- 
methoxymethyl-pipera2in-2-one, * 

[1-{4-Amino-quina2olin-7-ylmethylH-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-6-oxo-pi^^ 
2-{S)-yI]-acetic acid, 

1- (4-AminoKiuina2olin-7-ylmethyl)-4"(6-chloro-1HHndole-2-5ulfonyl)-piperazi 

1 -(4-Amino-<juinazolin-7-y!methyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-piperazin-2-one, 

(R)-1.(4.Amino-quinazolin-7-ylmethylH-(5-chIoro-1HHndole-2-sulfonyl)^-methoxyme 
piperazin-2-one. 

2- Amino-4-[4-(6-chloro-1H-ben2oimida2ole-2-sulfonyl)-2-(r)-methoxymethyl-6-oxo-pi 
ylmethyl]-ben2onitrile. 

(R)-1-(4-AminoKiuina2olin-7-ylmethyl)-4-(6-chloro-1H-lndo!e«2-sulfonyl)-6-i 
one, 

(R)-1-(4-AnriinoKiuina2olin-7-ylmethyl)-4-(6-chloroh.1H-ben2oimida2ole-2-sulfonyI)-^^^^^ 
pipera2ln-2-one, 

(R)-1-(4-AnriinoHiuina2olin-7-ylmethylH-(6-chloro-1H-indoie-2-sulfonyl)-6^ 
pipera2in-2-one, 

(R/S) 1 -(4-Amino-quina2olin-7-y lmethyl)-4-(6-chloro-1 H-benzoimidazoIe-2-sulfonyl)-6-oxo- 
pipera2ine-2-carboxylic acid ethyl ester. 

(R)-1 -(4-Annino-quinazolin-7-ylmethyl)-4-{6-chloro-1 H-ben2oimida20le-2-sulfonyl)-6-isopropyl- 
piperazin-2-one. 

(R)-1-(4-Amino-quina2olin-7-ylmethylH-(6-chloro-ben2o[b]thiophene-2-sulfonyl)^^^ 
piperazin-2-one. 

(R)-1-(4-Amino<|uinazolin-7-ylmethy!)-4-(5-chloro-1HMndole-2-sulfonyl)-6-isopropyl-pi^ 
one, 
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(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chlorcHlH-indole-2-sulfonyl)-6-isopropyl-p 
one. 

(R)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-6-isopropyl- 
piperazin-2-one. 

(S)-1-(4-Amino-quinazolin-7-ylmethyI)-4-(6-chloro-1H-benzoimida2ole-2-sul^^ 
piperazin-2-one, 

{S)-1-(4-Amino-6-chloro-quinazolin-7-ylmethyl)-4-(6-chloro-1H-benzoimidazole-2-^ 
isobutyl-piperazin-2-one, 

(S)-1-(4-AminoKiuinazolin-7-ylmethyl)-4-(6-chloro-1HHndole-2-sulfonyl)-6"methoxym 
piperazin-2-one. 

{S)-1-(4-AminoKiuinazolin-7-ylmethyl)-4-(6-chloro-1H-benzoimidazole-2-sul^^ 
methoxymethyi-piperazin-2-one. 

(6S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-benzoimidazole-2-sulfon 
piperazin-2-one, 

{6S)-1-(4-Amino-quinazolin-7-ylmethyI)--4-(6-chloro-benzo[b]thiophene-2-s 
piperazin-2-one. 

(6S)-1-(4-Amino-quinazolin-7-ylmethyI)-4-(5-chloro-1HHndole"2-sulfonyl)-6-m 
one, 

(6S)-1-(4-Annino-quinazoIin-7-ylmethyl)-4-(6-chloro-1H-indole-2-suIfonyl)-6-nrieth 
one. 

(R/S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1H-indoIe-2-sulfonyl)-6K>xo-^^^ 
carboxylic acid nnethyl ester. . 

(R/S)-1-(4-Amino-quinazoIin-7-ylmethyl)-4-(6-chloro-1 H-lndole-2-sulfonyl)-6-oxo-piperazine-2- 
carboxylic acid niethyl ester. 

(R)-1-(4-Anriino-quinazonn-7-ylmethyl)-4-(6-chlbro-1H-indole-2-sulfonyl)T6-isobutyl-piper^^ 
one. 

(R)-1-(4-Amino-quinazoIin-7-ylmethyl)-4-(6-chloro-1H-benzoimida2ole-2-sulfonyl^ 
piperazin-2-on,e 

1-(4rAmino-qulnazolin-7-ylmethyl)-4-(3-bronr»o-5-chloro-1H-indol-2-ylmethyl)-pipe^^^ 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-3-methyI-1H-lndol-2-ylmethy 

1-(4-Amino-quinazolin-7-ylnriethyl)-4-(3,5-dichloro-1H-indoI-2-ylniethyl)-pipera2in-^ 

1 -(4-Annino-quina2orin-7-ylmethyl)-4-(5-chIoro-3-py rrolidin-1 -ylmethyl-1 H-indol-2-ylmethyI)- 
piperazin-2-one, 
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1 -(4-AminoKiuinazolin-7-ylmethylH-{5-chloro-3-morpholin-^ HHndol-2-ylmethyI). 
piperazih-2-one, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-3-methylaminom 
piperazin-2-one, 

1-(4-AminoHiuinazolin-7-ylmethyI)-4-(5-chloro-3Kiimethylaminometh 
piperazin-2-one, 

(S)-4-[4-(6-Chloro-1H-benzoimidazole-2-sulfonyl)-2-isobutyl-6-oxo-piperaz^ 
benzamidine, 

(S)-4-[4-(5-Chloro-1H-indole-2-sulfonyl)-2-isobutyl-6-oxo-piperazin-1-ylmethyn^^ 

(S)-4-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-2-isobutyl-6-oxo-piperazin-1-ylmethy 
benzamidinSi 

(S)-4-[4-(6-Chloro-1H-indole-2-sulfonyl)-2HSobutyl-6-oxo-piperazin-1-ylmeth 
1 -(4-Amino<|uinazoIin-7-ylmethylH-{5K*iloro-1 HHndol-2-^ 

1- (4-Amino-quinazolin-7-ylmethylH-{5-chloro-1HHndoI-2-ylmethyl)-6«methoxym 

2- one, 

1- (4-Amino-quinazdlin-7-ylmethyl)-4"{5-chloro-1H-indol-2-ylmet^ 

2- one, 

(R)-1-{4-Amino<|uinazoUn-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylmethyl^ 
one, 

(R)-1-(4-Amino-quina2orm-7-ylmethyl)-4K6-chloro-benzo[b]thiophen-2-ylmem^^ 
methoxymethyl-piperazin-2-one. 

(R)-1 -(4-Amino<|uina2olin-7-ylmethyl)--4-(6-chloro-benzo[b]thiophen-^^ 
piperazm-2-one, 

(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-{6-chIoro-benzo[b]thiophen-2-ylmet^^ 
methoxymethyl-pjperazin-2-one, 

(6S)-2-[1-(4-Amino-qu!nazalin-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylmethyl)-^ 
ylmethylHsoindole-1 ,3-dione, 

(S)-1-{4-Amino-quinazolin-7-ylmethyl)^-(6-chloro-benzo[b]thiophen-2-ylm 
piperazin-2-one, 

(6S)-1-{4-AminoHquinazolin-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylmet^ 
ylmethyl-piperazin-2one, 

(6S)-6-Aminomethyl-1-(4-amino<|uinazolin-7-ylmethyl)-4-(5-chloro-1HH^ 
piperazin-2- 
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one, 

(6S)-N-[1-(4-Amino<iuinazoIin-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylmethyO 
ylmethyl]-acetamide 

4-(3-Acetyl-5-chloro-1H-indol-2-ylmethyl)-1-(4-amino-quinazoIin-7-ylm 

(6S)-1-(4-Amino-quinazoIin-7-ylmethyl)-4-(6-chloro-1H-benzoimida2ole-2-sulfonyl)-6-p^ 
1-ylmethyI-piperazin-2-one 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 H-indol-2-ylmethyl)-&-oxo-pipera2ine-2- 
carboxylic acid, 

(2S)-N-[1-(4-AminoHquina20Iin-7-ylmethyl)-4-(5K:hloro-1H-indol-2-ylmethyl)-6-^ 
ylmethyl]-methanesulfonamide, 

(2S)-[1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chlorO"1 H-indql-2-ylmethyl)-6-oxo-piperazin-2- 
ylmethylj-carbamic acid methyl ester, 

(2S)-[1 -{4-Amino-quinazolin-7-yimethyl)-4-(5-chloro-1 H-indol-2-ylmethyl)-6-oxo-piperazin-2- 
ylmethyl]-carbamic acid isopropyl ester, - 

(2S)-1 -[1 -(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 H-indoU2-ylmethyl)-6-oxo-piperazin-2- 
ylmethyl]-3-phenyl-urea, 

(2S)-5-Bromo-thiophene-2-sulfonic acid t1-(4-amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 H- 
indol-2-ylmethyl)-6-oxo-piperazin-2-ylmethyI]-amide, 

(2S)-[1-(4-Amino-quinazplin-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylmethyl)-6-K>xo-pi 
ylmethyl]-urea, 

(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
(isopropylamino-methyl)-piperazin-2-one, 

(2S)-1 -[1 -(4-Amino-quina20lin-7-ylmethyl)-4-(5-chloro-1 H-indol-2-ylmethyl)-6-oxo-piperazin-2- 
ylmethyl]-3-ethyl-urea. 

(2S)-N-[1-(4-Amino-quinazolin-7-ylmethy!)-4-(5-chloro-1H-indol-2-ylmethyl)-6-oxo-piperazin-2- 
ylmethyl]-formamide. 

(2S)-Furan-2-carboxylic acid [1 -(4-amino-quina2olin-7-ylmethyl)-4-{5-chloro-1 H-indol-2- 
ylmethyl)-6-oxo-piperazin-2-ylmethyl]-amide, 

(S)-I1-(4-Amino<juinazolin-7-ylmethyl)-4-(5-chloro-1H-indol-2-ylnnethyl)-6-oxo- 
acetic acid, 

(S)-1-(4-Anriino-quinazolin-7-ylrnethyl)-4-(5-chloro-3-methyl-1H-indol-2-ylme 
methoxymethyl-piperazin-2-one, 

1-(4-AminoKiuinazolin-7-ylmethyl)-4-(5-chloro-3-fluoro-1H-indol-2-ylmethyl)-piperaz^ 



wo 01/07436 PCT/IBOO/01156 

447 

(S).1-(4-Amino-quina20Iin-7-ylmethyl)-4-(3.5<lichloro-1H-indol-2-yl^ 
pipera2jn-2-one, 

(S)-l.(4-Amino-quina2olin-7-yImethyl)^-(5-chloro-1H-indol-2-ylmethyl)^(isopro 
methyl)-piperazin-2-one. 

(S)-1.(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro-thiophen-2-yl).isoxa2ol-^^ 
(isopropyIamino-methyl)-piperazin-2-one, 

(6S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro4hiophen-2-yl)-isp 
pyrrolidin-1-ylmethyl-piperazin-2-one, 

(6R)-1.(4-Amino-qujnazolin-7-ylmethyl)^[5K5-chIoro4hiophen-2-yl)-jsoxa2ol^ 
methoxymethyl-pipera2in-2-one, 

(2R)-N-{1-(4-Amino<|uinazolin-7-ylmethyl)-4-[5.(5-chloro4hiophen-2-yl)Hs 
oxo-pipera2in-2-ylmethyl}-N-(2-isopropoxy-ethyI)-formamIde, 

(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-ben2o[b]thipphene-2-sulfo 
ethylamino)-methyl]-pipera2in-2-one, 

(6S)~1-(4-Amino-quina2olin-7-ylmethyl)-445-(5-chloro-thiophen-2-yl)-iso 
piperidin-1-ylmethyl-pipera2in-2-one, 

(6S)-1-(4-Amino<|uina20lin-7-ylmethylH-[5-(5-diIoro-thiophen-2-yl)-is 
[(cyclopentyl-methyl-amino)-methyl]-piperazin-2-one, 

(6R).1-(4-Amino-quinazoIin-7-ylmethyl)-4-I5-(5-chloro4hiophen-^^^ 
ethoxymethyI-pipera2in-2-one or 

(6R)-1-(4-Amino-quina2olin-7-ylmethyl)-6-benzyloxymethyl-4-[5-{5-chto^ 
isoxa2ol-3-ylmethyl]-pipera2in-2-one 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 

21 . A compound according to claim 1 selected from the group consisting of 

(S)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chlorp-ben20[b]thiophene-2-sulfony^ 
methoxymethyl-piperazin-2-one. 

(+/-)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chioro-benzotb]thiophene-2-sufc^ 
piperazine-2-carboxylic acid 2-pyrrolidin-1-yI-ethyl ester, 

[1 -(4-Amino-<iuinazolin.7.ylmethyl)-4-(6-chloro-ben2oIb]thiophene-2-sulfonyl)^^^ 
2-(S)-y[]-acetic acid tert-butyl ester. 

(R)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene^2-sulfonyl)-6- 
(isopropylamino-methyl)-piperazin-2-one, 
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(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-6-isop^^ 
2-one. 

(S)-1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chlorO"benzotb]thiophene-2-sulfonyl^ 
piperazin-2-one, 

(S)-1-(4"AminoHquinazolin-7-ylmethyl)-4-(6-chloro-1H-indole-2-sulfonyl)-6-isobutyl-^^ 
one, 

(S)-1-{4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-6-isobutyl-pipe 
one, 

(S)-1-{4-AminoH^uina2olin-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-6-metho^ 
pipera2in-2-one, 

(R)-1-(4-Amino-quina2oIin-7-ylmethyl)-4-{6-chloro-benzo[b]thiophene-2-sulfonyl)-6^ 
piperazin-2-ons. 

(R)-1-(4-AminD-quinazolin-7-ylnnethyl)-4-(5-chloro-1HHndoIe-2-su|fonyl)-6HS 
one. 

(6S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6"Chloro-benzo[b]thiophene-2-sulfonyl)-6-(4-nrieth 
piperazin-1-ylmethyl)-piperazin-2-one. 

(6S)-1-(4-Amiho-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6-{[(^ 
dimethyl-amino-ethyl)-methyl-amino]-methyl}-piperazin-2-one, 

(6S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-suIfonyl)-6-pyrr^ 
1-ylmethyl-piperazin-2-one. 

(S)-1-{4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1H-indole-2-sulfonyl)-6-(isopropy 
methyl)-piperazin-2-one. 

(S)-1-(4-Amino-quinazoIin-7-ylmethyl)-4-{6-chloro-1H-indole"2-sulfonyl)-6-(isoprop 
methyl)-piperazin-2-one, 

(2R)-N41-(4-Amino-quina2olin-7-ylmethyl)-4-I5-(5-chloro-thiophen-2-yl)-isoxazo^ 

6-oxo-pipera2in-2-ylmethyl}-N-(2-isopropoxy-ethyI)-formamidine. 

(S)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 

I{[1,3]dioxolan-2-ylmethyl-methyl-amino)-methyl]-pipera2in-2-one. 

(S)-1-(4-AminoKiuinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6-(4- 

pyrrolidin-1-yl-piperidin-1-ylmethyl)-pipera2in-2-one or 

(S)-1-(4-Amino-quina20lin-7-ylmethyl)-4-(6-chloro-benzo[blthiophene-2-sulfonyl)-6-[(2- 
methoxy-ethylamino)-methyI]-piperazin-2-one 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, ai 
N-oxide thereof, a hydrate thereof or a solvate thereof. 
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22. A compound according to claim 1 selected from the group consisting of 

1-l4-(2-Chloro-pyrimidin-4-yl)-benrylJ-4-[3-(5-chloro-thiophen-2.yl)-allyl]-piperazi 

1-(4-Amino-quinazoHn-7-ylmethyl)-4-I4-{5-chloro-thiophen-2-yl)-benzyl]-^ 

1-[4-(5-Chloro4hiophen"2-yl)-ben2yl]-4-(1H-pynrolo[3,2-c]pyridin-2-ylmethyl)-pi 
5 dione, 

1-(4-Amino-quinolin-7-ylmethylH-[4-(5-chloro-thiophen-2-yl)-benzyl]-piper^^ 

1 -[1 -(2-Chloro-pyrimidin-4-yl)-piperidin-4-ylmethylH-I3-(5-chIoro-thiophen-2-yO 
piperazine-2,3-dione, 

1 -[3-(5-Chloro-thiophen-2-yl)-allyl]-5-(S)-isopropyl-4-(3,4.5,6-tetrahy dro-2H-[1 ,4']bipyridinyl-4- 
1 0 ylmethyl)-pipera2ine-2,3-dione, 

1 -[3-(5-Chloro-thiophen-2-yl)-allyl]-4-(3.4.5,6-tetrahydro-2H-[1 ,4']bipyridinyl-4-ylmethyl)- 
pipera2ine-2.3-dione, 

1-[3-(5-Chloro-thiophen-2-yl)-allyl]-4-(4-pyridin-3-yl-benzyl)-piperazine-2 " 

1-[5--(5-Chloro-thiophen-2-yl)-isoxa2ol-3-ylmethylH-{4-pyridin-4-yl-ben2^ 
15 dione, 

1.[4.(6-Amino-pyridin-3-yl)-ben2yll-443-(5-chloro-thiophen-2-yl)-allyl]-pi^ 
1-[3-(5-Chloro-thiophen-2-yl)-anyl]-4-[4-(1.oxy"pyridin-3-yl)-ben2yl]-pipera2ine-^ 
1-[5-(5-Chloro-thiophen-2-yl)-isoxazoI-3-ylmethyl]-5-{SHsopropyl-4-(3,4,5,64etrahy 
[1.4']bipyridinyl-4-ylmethyl)-piperazine-2,3-dione, 

20 1-[3-(5-Chloro4hiophen-2-yl)-allyl]-5-(SHsopropyl-4-(4-pyrimid 

dione, . 

1 -I3-(5-Chloro-thiophen-2-yl)-a!ly l]-4-(4-pyrimidin-4-yI-benzyl)-piperazine-2,3-dione or 

1 -(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro-thiophen-2.yl)-isoxa2ol-3-ylmethyn 
2,3-dione 

25 or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 

23. A compound according to claim 1 selected from the group consisting of 

-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
30 oxo-pipera2ine-2-carboxylic acid; 

(+/-)-1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyI)-6- 
oxo-pipera2ine-2-carboxylic acid methyl ester; 

-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[bJthiophene-2-sulfonyl)-6- 
oxo-piperazine-2-carboxylic acid ethyl ester; 
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1-(4-Arnino-quinazolin-7-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)--oxo- 
piperazine-2-carboxylic acid 2-pyrrolidin-1-yl-ethyl ester; 

1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)--oxo- 
pipera2ine-2-carboxylic acid 2-pyiTolidin-1-yl-ethyl amide; 
5 (+A)-1-{4-Amino-quina2oIin-7-ylmethyl)-4-(6-chloro-1H-indole-2-sulfonyl)-6-oxo- 
pipera2ine-2-carboxylic acid methyl ester; 

(+/-)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(5K:hloro-1H"indole-2-sulfonyl)-6-oxo- 
piperazine-2-carboxylic acid methyl ester; 

(+/-)-1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-ben2oimidazole-2-sulfonyl)-6- 
10 oxo-piperazine-2-carboxylic acid methyl ester, 

(S)-[1-(4-Amino-quina2olin-7-ylmethylO-4-(6-chlorobenzo[b]thiophene-2-sulfonyl)-6- 
oxo-piperazin-2-yl] acetic acid; 

(S)-[1-(4-Amino-quinazolin'7-ylmethyl0-4-{6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
oxo-piperazin-2-yI] acetic acid tert-butyl ester; 
15 {+/-)- 1 -(4-Amino-quinazolin-7-yImethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfafiyl)-6- 

methyl-piperazin-2-one; 

(S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
methyl-piperazin-2-one; 

(R)- 1-(4-Amino-quinazolin-7-ylmethyI)-4-{6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
20 methyl-pi perazin-2-one; 

(S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
isopropyl-piperazin-2-one; 

(R)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyl)-6- 
isopropyl-piperazin-2-one; 
25 (S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chlorp-benzo[b]thiophene-2-sulfonyl)-6- 

isobutyl-piperazin-2-one; 

(R)- 1-{4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2"Sulfonyl)-6- 
isobuty l-pi pe razi n-2o ne ; 

(R)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-benzo[b]thiophene-2-sulfonyI)-6- 
30 methoxymethyl-piperazin-2-one; 

(S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4-{6-chloro-ben20[b]thiophene-2-sulfonyl)-6- 
methoxymethyl-piperazin-2-ohe; 

(S)- 1-(4-Amino-quinazoIin-7-ylmethyl)-4-(6-chloro-ben2o[b]thiophene-2-sulfonyl)-6- 
isopropylaminomethyl-piperazin-2-one; 
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(S)- 1 -{4-Amino-quina2olin-7-ylmethyl)-4-(6-chIoro-1 H-indole-2-sulfonyl)-6-methyl- 
piperazin-2-one; 

(R)- 1 -(4-Amlno-quina2olin-7-ylmethyl)-4.(6-chloro-1 H-indole-2-sulfonyl)-6-methyl- 
piperazin-2-one; 

(S). 1-(4-Amino-quina2onn-7-ylmethyl)-4-(6-chloro-1H-indole-2-sulfonyl)-^-isopropy|- 
piperazin-2-one; 

(R). 1-(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-indole-2-sulfonyl)-6-isopropyl- 
piperazin-2-one; , " 

(S)-1-(4-AmincM^uina20lin-7-ylmethyl)-4-(6-chloro-1H-indoie-2-sulfonyl)-6^sobuty^ 
piperazin-2-one; 

(R)-1-{4-Amino-quina2olin-7-ylmethyl)-4-(6-chloro-1H-indole-2-sulfonyl)-6-isobutyl- 
piperazin-2-one; 

(R)- 1 -(4-Amino-qulnazoIln-7-ylmethyl)-4-(6-chloro-1 H-indole-2-sulfonyI)-6- 
methoxymethyl-piperazin-2-one; 

(S)- 1 -(4-Amino-quina2oIjn-7-ylmethyl)-4-(6-<^loro-1 H-indole-2-suIfonyl)-6- 
methoxymethyl-pipera2in-2-one: 

(S)- 1-(4-Amino-quina20lin-7-ylmethyl)^.(5-chloro-1 H-Indole-2-sulfonyl)-6-methyl- 
piperazin-2-one; 

(R). 1 -(4-Amino-quina2olin.7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-6-methyl- 
piperazin-2-one; 

(S)- 1 -(4-Amino-quina2olin-7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-6-isopropyI- 
piperazin-2-one: ■ 

(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyI)-6-isbpropyl- 
pipera2in-2-one; 

(S). 1 -(4-Amino-quina2olin-7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-6-isobutyl- 
piperazin-2-one; 

(R). 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(5-chIoro-1 H-indole-2-sulfonyl)-6-isobutyl- 
piperazin-2-one; 

(R). 1 -(4-Amino-quina2olin-7-ylmethyl)-4-(5-chloro-1 H-indole-2-sulfonyl)-6- 
methoxymethyl-piperazin-2-one; 

(S)- 1-(4-Amino-quina2olin-7-ylmethyl)-4-(5-chloro-1H-indble-2-su!fonyl)-6- 
methoxymethyl-piperazin-2-one; 

(S). 1-(4-Amino-quina2olin-7-ylmethyl)-4-(6-chloro-1 H-ben2oimida2ole-2-sulfonyl)-6- 
methyl-piperazin-2-one; 
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(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
methyl-piperazin-2-ohe; 

(S)- 1 -{4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
isopropyl-piperazin-2-one; 

(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
isopropyl-piperazin-2-one; 

(S)- 1-(4-Amino-quinazolin-7-ylmethyl)-4"(6-ch|oro-1H-benzoimidazole-2-sul^^ 
isobutyl-piperazin-2-one; 

(R). 1 .(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
isobutyl-piperazin-2-one; 

(R)- 1 -(4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1 H-benzoimidazole-2-sulfonyl)-6- 
methoxymethyl-piperazin-2-one; 

(S)- 1-{4-Amino-quinazolin-7-ylmethyl)-4-(6-chloro-1H-benzoimidazole-2-sulfonyl)^^^ 
methoxymethyl-piperazin-2-one; 

4-(6-ChIoro-benzo[b]thlophene-2-sulfonyl)-1-(3,4.5,6-tetrahydrcK2H-[1.2']bipy 
ylmethyl)-piperazin-2-one; 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-l1-(2<iimethylamino-pyrimidin-4-yl)- 
piperidin-4-ylmethyl]-piperazin-2-one; 

N,N-Dimethhyl-N4{[(chlorobenzoIb]thiophene-2-sulfonyl)-2-(keto)piperazin-1- 
yl]methylpiperdinyl]} cyanoguanidine; 

4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1 -{1 -[2-(2-hydroxy-ethylamino)-pyrimidin-4- 
yl]-piperidin-4-ylmethyl}-piperazin-2-one; 

4-(6-Chloro-benzo[b]lhiophene-2-sulfonyl)-1-[1-pyrimidin-4-yl)-piperidin-4-ylm 
piperazin-2-one; 

3- {2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethy^^ 
yl}-3-methyl-butyric acid ethyl ester; 

(R)-2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-piperazin^ 
ylmethyl]-4,5.6,7-tetrahydro-benzothiazole-4-carboxylic acid amide; 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethylH,5,6,7- 
tetrahydro-benzothiazole-4-carboxylic acid ethyl ester; 

4- (6-Chloro-benzo{b]thiophene-2-sulfonyI)-1-(4,5,6,7-tetrahydro-benzothiazol-2- 
ylmethyl)-piperazin-2-one; 

(R)-4-(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-6-methoxymethyl-1-(4-pyridin-3-yl- 
thiazol-2-ylmethyl)-piperazin-2-one; 
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4-(6-Chloro-benzoIb]thiophene-2-sulfonyl)-1-(4-hydroxy-4,5,6,7"tetrahydro- 
benzothiazol-2-ylmethyl)-piperazin-2-one; 

2-[4-(6-Chloro-ben2o[b]thiophene-2-sulfonyI)-2-oxo-piperazin-1-ylmeth 
carboxylic acid isopropyl-methyl-amide; 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]-4.5.6 
tetrahydro-benzothiazole-4-carb6xylic acid amide; 

2-[4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl 
5H-benzothiazol-4-one oxime; 

244-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-2-oxo-piperazin-1-ylmethyl]^ 
carboxylic acid methoxy-methyl-amide; 

2-[4-(6-ChlorcHberuo[blthiophene-2-sulfonyl)-2-oxo-piperazirv1-ylmethyl]-67 
5H-benzothiazol-4-one; 

(R)-2-t4-(6-ChIoro-benzo[b]thiophene-2-sulfonyl)-2-methoxymethyl-6-oxo-pipera^ 
ylmethyl]-thiazole-4-carboxylic acid dimethylamide; 

1 -[2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]-5-oxo-4-(1 H-pyiTolo[3.2-c]pyridin-2- 
ylmethyl)-piperazine-2-carboxyIic acid methyl ester, 

1-[2-(5-Chloro-thiophen-2-yl)-ethenesuIfonyl]-5-oxcM*-(1HrpyrTolo[3.^^^^ 
ylmethyl)-piperazine-2-carboxylic acid methyl ester, 

1-{6-Chloro-benzo[b]thiophene-2-sulfonyl)-5-oxo-4-(1H-pyrrolo[3,2-c]pyridin^ 
piperazine-2-carboxyIic acid methyl ester; 

4-(6-Chloro-ben2o[b]thiophene-2-sulfpnyl)-6-hydroxymethyl-1 -{1 -methyl-1 
c]pyridin-2-ylmethyl)-piperazin-2-one; 

4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-6-oxp-1-(1H-pynrolo[3.2-c]pyridin-2-^^ 
pipera2ine-2-carboxylic acid methyl ester; 

4-(6-Chloro-ben2o[b]thiophene-2-sulfonyl)-6-methoxymethyH-(1H-pyrrolo[3,2-c]pyridin- 
2-ylmethyl)-piperazin-2-one; and 

4-{6-Chloro-ben2o[b]thiophene-2-sulfonyl)-1 -(1 H-pyrrolo[3.2-c]pyridin-2-ylmethyl). 
piperazin-2-one; 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 



24. A compound according to claim 1 selected from the group consisting of l-4-Amino- 

quinazolin-7-ylmethylH.[5-(5-chloro-thiophen-2-ylHsoxazol-3-ylmet 
ditrifluoroacetate. 
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1-(4-Amino-quinazolin-7-yImethyl)-4-[5-<5-chloro-thiophen-2-ylHsoxazol-3-ylmeth 
methoxymethyI-piperazin-2-one ditrifluoroacetate. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro-thiophen-2-yl)-isoxazol-3-yl^ 
propyl-pipera2in-2-one ditrifluoroacetate, 

5 1-(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5K:hloro-thiophen-2-ylHsoxa2ol^^^ 
methyl-pipera2in-2-one ditrifluoroacetate, 

1- (4-Amino-quina2olin-7-ylmethyl)-4-[3-{5-chloro-thiophen-2-yl)-isoxazol-5-ylmethyl^ piperazin- 

2- one ditrifluoroacetate. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2-yl)-lsoxazol-5-ylmethy^^ 
10 methoxymethyl-piperazin-2-one ditrifluoroacetate, 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[3-(5-chloro-thiophen-2"yi)-isoxazol-5-ylmethyl]-3^ methyl- 
piperazin-2-one ditrifluoroacetate. 

1-(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro4hiophen-2-yl)-2H-pyrazol-3-ylrnethy^^ 
piperazin-2-one ditrifluoroacetate. 

15 1-(4-Amino-quinazolin-7-ylmethyl)-4-[5-(5-chloro-thiophen-2-yl)-2H-pyrazol-3-ylm 
methyl-piperazin-2-one ditrifluoroacetate, 

1-(4-Anriino-quinazolin-7-ylmethylH45-{5-chloro-thiophen-2-yl)-2H-pyrazol-3-ylm 
methoxymethyl-piperazin-2-one ditrifluoroacetate), 

1-(4-Amino-quinazolin-7-ylmethyM-[5-(3-chloro-phenylHH-[1,2,4]triazoi-3-y^ 
20 methoxymethyl-piperazin-2-one ditrifluorocetate, 

1- (4-Amino-quinazolin-7-ylmethyl-4-[5-(3-chloro-phenyl)-4H-I1.2.4]triazol-3-yl^ 

2- one ditrifluorocetate, 

1-(4-Amino-quinazolin-7-ylmethyl-4-[5-(5-chloro-thiophen-2-yl)-4H-[1,2.4Jtriazol-3-ylrn 
piperazin-2-one ditrifluorocetate, 

25 1-(4-Amino<|uinazolin-7-ylmethyl-4-[5-(5-chloro4hiophen-2-yl)-4H-[1,2.4]triazol-^^^ 

3- methoxymethyl-piperazin-2-one ditrifluorocetate, 

1 -(4-Amino-quinazolin-7-ylmethyl-4-[5-(4-chloro-phenyl)-4H-[1 ,2.4]triazol-3-yl-methyl]-(s)-3- 
methoxymethyl-piperazin-2-one ditrifluorocetate, 

1-(4-Amino-quinazolin-7-ylnr)ethyl-4-[5-(5-chloro4hiophen-2-yl41,3,4]oxadiazol-2^^ 
30 3-methyl-piperazin-2-one ditrifluorocetate, 

1-(4-AminoHquinazolin-7-yImethyl-4-[5-(5-chloro-thiophen-2-yl)-4H-[1,2.4]tr^ 
3-methyl-piperazin-2-one ditrifluorocetate. 

1-(4-Amino-quinazolin-7-ylmethyM-[5-(5-chloro-thiophen-2-yl)-4H-[1.2,4]triazol-^^ 
3-methoxymethyl-piperazin-2-one ditrifluorocetate, 
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1-(4-Amino<|uinazolin-7-ylmethyl-4-[5-(5.chloro-thiophen-2-yl-[1,3,4]oxadiazol-2-ylm 
pipera2in-2-one ditrifluorocetate, 

1- (4-Amino-quina2olln-7-ylmethyl-4-I5-(4-chloro-phenyl)-4H-[1.2.4]trlazol-3-yl-methyl^plper^^ 

2- one ditrifluorocetate, 

1-(4-Amino-quina2olin-7-ylmethyl-4-[5-(5<:hloro-thiophen-2-yl-I1,3.4]thiadia2ol-2-ylmethyI]- 
plperazln-2-one ditrifluorocetate, 

1-(4-Amino-quinazo!in-7-ylmethyM-[5-(5-chloro-thioph"en-2-yl)-I1.3.4]thiadia2ol-3-ylmethylHs)- 

3- methoxymetlnyl-piperazin-2-one ditrifluorocetate, 

1K4-Amino-quinazolin-7-ylmethyl-4-[5-(5-chloro-thiophen-2-ylH1.3,4lthiadla2ol-3-ylmethyn-(s) 
3-methyl-piperazin-2-one ditrifluorocetate, 

1-(4-Amino-quina2olin-7-ylmethyI-4-[5-(5-chIoro-thiophen-2-yl)-[1.3,4]thiadia2ol-3-ylmethyl>(^ 
3-propyl-pipera2in-2-one ditrifluorocetate, 

1-(4-Amino-quina2olin-7-ylmethyl-4-[5-(5-chloro-thiophen-2-yl)-[1.3.4]thiadia2ol-3-ylmethyl]-(s)- 

3- ethyl-pipera2in-2-one ditrifluorocetate, 

1-(4-Amino-quirna2olin-7-ylmethyl)-4-[5-(5-chioro-thtophen-2-yl)-pyridiiv2-ylmethyi]-pi^ 
one tritrifluoroacetate, 

1K4-Amino-quinazolin-7-ylmethyl)-442-(5-chloro-thiophen-2-yl)-pyridin-5-yl-methyl]-pipera2in-2- 
pne tritrifluoroacetate, 

4- t5-(5-Chloro-thiophen-2-yl)-isoxa2ol-3-ylmethyl]-1-(1H-pyrroloI3,2-clpyridin-2-ylmethyl)- 
pipera2in-2-one ditrifluoroacetate, 

4-[5-(5-Chloro-thiophen-2-yi)-4H-I1 ,2,4]tria2ol-3-ylmethyl]-1 -(1 H-pyrroloI3.2-c]pyridin-2- 
ylmethyl)-piperazin-2-one ditrifluoroacetate, 

I5-(5-Chloro-thiophen-2-yl)-[1.3.4]oxadia2ol-2-ylmethyl]-i-(1H-pyrrolol3,2-c]pyridin-2-ylinethyl)- 
pipera2in-2-one, 

4-[5-{5-Chloro-thiophen-2-yl)-oxazol-2-ylmethyl]-1-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)- 
pipera2in-2-one ditrifluoroacetate, 

4-[5-(5-Chloro-thioptien-2-yl)-[1,3.4]thiadia2ol-2-ylmethyl]-1-(1H-pyrrolo[3.2-c]pyridin-2- 
ylmethyl)-pipera2in-2-one ditrifluoroacetate, 

4-[5-(5-Chloro-thiophen-2-yl)-2H-pyrazo|.3-ylmethyl]-1-(1H-pyrrolo[3.2-c]pyridin-2-yImethyl)- 
piperazin-2-one ditrifluoroacetate or 

1 -[5-(5-Chloro-thiophen-2-yl)-isoxa2ol-3-ylmethyl]-4-{1 H-pyrroloI3.2-c]pyridin-2-ylmethyl)- 
piperazin-2-one ditrifluoroacetate 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 
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25. A compound according to claim 6 selected from the group consisting of 4-(6-Chloro- 

benzo[b]thiophene-2-sulfonyl)-6-(R)-methoxymethyl-1-(1H-pyrrolo[3,2-c]pyridin-2-ylmet 

piperazin-2-one, 

4-(6-Chloro-thieno[2,3-b]pyridine-2-sulfonyl)-6-{R)-methoxymethyl-1-(1H-pyrrolo [3.2-c]pyridin- 
5 2-ylmethyl)-piperazin-2-one, 

4-(5-Chloro-1 H-indole-2-sulfonyl)-6-methoxymethyM -(1 H-pyrroIo[3,2-c]pyridin-2-ylmethyl)- 
pipera2in-2-one, 

4-(6-Chioro-benzo[b]thiophene-2-sulfonyl)-6-(S)-isopropyl-1-(1H-pyrrolo[3,2-c]pyridin-2- 
ylmethyl)-piperazin-2-one, 
1 0 4-[2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]-6-(S)-isopropyl-1 -(1 H"pyrroIo[3,2-c]pyridin-2- 
ylmethyl)-piperazin-2-one, 

4-(6-Chloro-benzc[b]thiophene-2'Su!fcnyl)-6-(S)-propyl-1-(1H-pyrrolo[3,2-c]pyridin-2-ylmethyO 
piperazine-2-one. 

4-[2-(5-Chloro-thiophen-2-yl)-ethenesulfonyl]-6-(S)- propyH-(1H-pyrroIo[3,2-c]pyridin-2- 
15 ylmethyl)-piperazine-2-one, 

4-(5-Chloro-1H-indole-2-sulfonyl)-1-(1H-pyrrolo[3,2-c]pyridin-2-ylrnethyl)-piperazin-2-one, 
4-[3-(5-Chloro-thiophen-2-yl)-isoxazol-5-ylmethyl]-1-(1H-pyrrolo[3,2-cJpyridin-2-ylmethyl)- 
piperazin-2-one, 

4-[4-(5-Ch!oro-thiophen-2-yl)-benzyl]-3-{S)-methoxymethyl-1-{1H-pyrrolo[3,2-c]pyridin-2- 
20 ylmethyl)-piperazin-2-Qne, 

1-(4-Annino-quina2olin-7--ylmethyl)-4--[3-(5-chloro-thiophen-^2-yl)-benzyl]-piperazin-2-one, 
1-(4-Amino-quina2olin-7-ylmethyl)-4-[4-(5-chloro-thiophen-2-yl)-benzyl]-piperazin-2-one. 
4-(6-Chloro-benzo[b]thiophene-2-sulfonyl)-1-(7-nriethyl-1H-pyrrolo[3,2-c]pyridin-2-ylmethyl)- 
piperazin-2-one or 

25 4-[2-(5-Chloro-thiophen-2-yl)-ethenesulfonyI]-1-(7-methyl-1H-pyrrolo[3,2-c]pyridin-2-ylmethy 
piperazin-2-one 

or a pharmaceutically acceptable salt thereof, pharmaceutically acceptable prodrug thereof, an 
N-oxide thereof, a hydrate thereof or a solvate thereof. 

30 26. A pharmaceutical composition comprising a pharmaceutically effective amount of a 
compound according to claim 1 and a pharmaceutically acceptable carrier. 



35 



27. A method for treating a patient suffering from a physiological condition capable of being 
modulated by inhibiting activity of Factor Xa comprising administering to said patient a 
pharmaceutically effective amount of a compound according to claim 1 . 



wo 01/07436 



457 



PCT/IBOO/01156 



28. A method for treating a patient suffering from a physiological condition capable of being 
modulated by directly inhibiting activity of both Factor Xa and Factor I la comprising 
administering to said patient a pharmaceutically effective amount of a compound according to 

S claims 21 and 23. 

29. A method for treating a patient suffering from a physiological condition capable of being 
modulated by directly inhibiting activity of both Factor Xa and Factor lla comprising 
administering to said patient a pharmaceutically effective amount of a compound according to 

10 claim 16. 



30. A method for treating a patient suffering from a physiological condition capable of being 
modulated by directly inhibiting activity of both Factor Xa and Factor lla comprising 
administering to said patient a phamnaceutically effective amount of a compound according to 

15 claim 17. 

31. A compound of formula III 




wherein P is H or a nitrogen protecting group; 

20 Rt, Ria. R2, R2a, R4 and are independently selected from hydrogen, carboxy, alkoxycarbonyl, 
YiY2NC{0)-. optionally substituted alkyi, optionally substituted aryl, optionally substituted 
aralkyi, optionally substituted heteroaryl and optionally substituted heteroaralkyl. or R, and R^,, 
R2 and Rsa or R4 and R43 taken together form O or S; or R^ and R2 together with the carbon 
atoms through which R, and R2 are linked form a cycloalkyi group, cydoalkenyl group. 

25 heterocyclyl group, or heterocyclenyl group; or R.^ and Rza are absent and R, and R2 together 
with the carbon atoms through which R^ and Rj are linked form an aryl or heteroaryl group; or 
R, and R^a taken together with the carbon atom through wrich they are linked form a 3 to 7 
membered cycloalkyi or cydoalkenyl group; or R2 and Rja taken together with the carbon atom : 
through which they are linked form a 3 to 7 membered cycloalkyi or cydoalkenyl group; or R4 

30 and R4a taken together with the cariDon atom through wrich they are linked form a 3 to 7 
membered cycloalkyi or cydoalkenyl group; 
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L2 is absent or a group of formula 

Ry Rg 

Cy2 is selected from optionally substituted aryl. optionally substituted heteroaryl, optionally 
substituted cycloalkyi, optionally substituted cycloalkenyl. optionally substituted heterocyclyl, 
5 optionally substituted heterocyclenyl, optionally substituted fused arylcycloalkyi, optionally 
substituted fused arylcycloalkenyl, optionally substituted fused arylheterocyclyl, optionally 
substituted fused arylheterocyclenyl. optionally substituted fused heteroarylcycloalkyl. optionally 
substituted fused heteroarylcycloalkenyl, optionally substituted fused heteroarylheterocyclyl and 
optionally substituted fused heteroarylheterocyclenyl; 
10 R5 is hydrogen, optionally substituted alkyl, optionally substituted aralkyl. optionally substituted 
heteroaralkyi, R60(CH2)v-. R602C(CH2)x-,Y,Y2NC(0)(CH2)x-. or YiY2N(CH2)v.; 
Re is hydrogen, optionally substituted alkyl, optionally substituted aralkyi or optionally 
substituted heteroaralkyi; 

Y, and Y2 are independently hydrogen, optionally substituted alkyl, optionally substituted aryl, 

15 optionally substituted aralkyi or optionally substituted heteroaralkyi, or Y, and Y2 taken together 
with the N through which Y^ and Yj are linked form a monocyclic heterocyclyl; 
R7. Ra. R9 and R^o are independently selected from hydrogen, hydroxy, alkoxy, optionally 
substituted alkyl. optionally substituted aryl, optionally substituted heteroaryl, optionally 
substituted aralkyi and optionally substituted heteroaralkyi, provided that only one of R7 and Re 

20 or one of Rg and R^o is hydroxy or alkoxy, and further provided when R7, Rg, R9 and R,o is 
hydroxy or alkoxy. then the hydroxy or alkoxy is not a-substituted to a N. O or S in Z; 
Z is absent or is selected from optionally substituted lower alkenylene, optionally substituted 
lower alkynylene, O, S(0)p, -C(0)-, NR5, -NRsCCO)- and -C(0)NR5-; 
X is 1,2, 3 or 4; 

25 V is 2, 3 or 4; and 

q and r are independently 0, 1,2 or 3, provided that q and r are not both 0, 
provided that when R^, R,a, R2, R2a. R4 and are independently selected from hydrogen, 
carboxy, alkoxycarbonyl. YiY2NC(0)-, optionally substituted alkyl. optionally substituted aryl, 
optionally substituted aralkyi. optionally substituted heteroaryl and optionally substituted 

30 heteroaralkyi then L2 is absent, or when 

Ri» Ria. R2. Raar R4 and R^^ are independently YiY2NC(0)- then Y, and Yj are independently 
hydrogen, optionally substituted alkoxy or optionally substituted aryloxy, but Y^ and Y2 are not 
simultaneously hydrogen, or when 
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Ri. Ria. Ra. R2a. R4 and R4, are independently selected from hydrogen, carboxy, alkoxycarbonyi, 
YiYjNCCO)-, optionally substituted aikyi, optionally substituted aryl. optionally substituted 
aralkyi, optionally substituted heteroaryl and optionally substituted heteroaralkyl then 2 Is - 
C(0)-. 
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